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INTRODUCTION 


Although  the  statement  of  Prof.  Iloppe-Seyler  that  "The  process  of 
life  of  the  organism  is,  in  the  main,  a  complete  mystery'^  is  still  true, 
much  has  l)een  accomplished  by  the  researches  of  modern  physiologists  and 
clinicians  who  have  endeavored  to  find  the  key  to  this  enigma.  Perhaps  in 
no  realm  of  medicine  has  labor  fructified  so  richly  as  in  the  recent  study 
of  metabolism.  This  has  been  of  value  not  only  in  diagnosis  but,  even  more 
80,  from  the  standpoint  of  treatment.  It  may  be  confidently  stated  that  the 
treatment  of  some  diseases  of  metabolism,  such  as  diabetes  mellitus,  gout, 
and  oljesity,  now  rests  on  a  scientific  basis.  This  advance  is  almost  exclu- 
sively due  to  the  labors  of  the  modem  German  school  of  physiologists  and 
internal  clinicians. 

What  is  true  of  the  pathology  of  metabolism  may  also  be  asserted  of 
diseases  of  the  blood.  The  study  of  maladies  whose  etiology  and  pathology 
were  formerly  obscure  has  now  been  simplified,  their  relations  classified,  and 
the  whole  arranged  in  exact  scientific  order.  The  processes  of  blood  forma- 
tion and  blood  degeneration,  while  not  yet  forming  an  open  book,  have  in 
part  been  clearly  portrayed.  That  therapy  has  not  kept  pace  with  this  ad- 
vance affords  an  opportunity  for  the  physician  of  the  twentieth  century, 
but  much  has  already  been  accomplished,  and  many  problems  have  been 
8olve<l.  For  this  progress  also  the  medical  world  is  indebted  to  modern 
research. 

The  object  of  this  volume  is  to  present  a  picture  of  diseases  which  were 
formerly  designated  as  of  "obscure  causation,'^  and  to  outline  their  treat- 
ment.    Each  article  is  the  work  of  a  master  in  his  special  field  of  labor. 

In  the  translation  an  endeavor  has  been  made  to  adhere  as  closely  as 
possible  to  the  individual  style  of  each  contributor  without  the  subserviency 
of  clearness  in  the  text. 


IV  INTRODUCTION 

I  am  indebted  for  much  valuable  service  in  the  preparation  of  this  volume 
to  my  secretary,  Miss  M.  A.  Clarke. 

In  anticipation  of  the  fact  that  many  points  in  regard  to  these  affec- 
tions will  be  searched  for  by  the  reader,  and  to  facilitate  this,  an  endeavor 
has  been  made  to  add  a  comprehensive  and  full  general  index. 

Julius  L.  Salinger. 
1729  North  42nd  Street,  Philadelphia. 


EDITOR'S  PREFACE 


We  have  in  English  no  discussion  of  the  Constitutional  Diseases  which 
treats  with  any  fulness  the  problems  arising  when  we  consider  the  reasons  for 
what  occurs  in  these  diseases. 

The  rationale  of  the  symptomatology,  the  rationale  of  treatment  (i.  e., 
in  diabetes)  is  here  admirably  set  forth  by  clinicians  each  of  whom  speaks 
with  authority. 

The  writers  have  wisely  confined  themselves  for  the  most  part  to  thorough 
discussions  of  certain  points  in  each  of  the  diseases  considered — making  no 
fatuous  attempt  to  compress  a  huge  subject  into  narrow  limits.  They  have 
brought  their  subjects  up  to  date  and  given  very  frankly  their  personal  views 
on  the  points  at  issue. 

For  the  manner  and  for  the  matter  of  their  work,  therefore,  we  are  in- 
debted to  our  Teutonic  brethren,  and  we  are  glad  that  the  book  will  now  find 
a  large  circle  of  readers. 

EiCHARD  C.  Cabot. 

190  Marlborough  Street,  Boston,  Mass. 
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DISEASES   OF   METABOLISM 


THE    QUANTITATIVE    ANALYSIS 

OF    DISTURBANCES    OF    METABOLISM 

IN    THE    CLINIC 

By   \V.   WEINTRAUD,  WtKsaADEN 

Contents:  Inirodudion, — Normal  meiahoHsm:  A.  The  Jaws  of  nulriHon: 
B,  The  methods  for  estimaiing  the  calory  requirement  of  man;  0.  The 
normal  energy  rcqtnrcmt'nt ;  />.  The  alhumin  minimum;  E,  The  require- 
ments for  storing  up  albtimift.—The  food  refptireminl  of  the  stek:  The 
degree  of  oxidation;  mainffnanec  dirt  and  albumin  requirement;  dis- 
tnrbances  of  absorption  of  food, — Concludinfj  remarks, 

IFTHODUCTION 

During  the  p&si  tlecade  tiio  scientific  researclies  of  internal  medicine  have 
iheen  made  chiefly  in  the  clinica-chemical  lahoratory, 

Prt'|>areil  and  developwl  hy  |>hysiology,  the  patholoii^y  of  metaholism  offere<l 
a  fruitful  field  for  ^tndy,  hence  it  was  not  surprising  tliat  nunn^mus  VfUing 
invcj^tigaturs  soon  found  liere  their  sphere  of  activity.  A  flood  of  researclies 
in  metabolism  was  the  result  Clinical  literature  of  the  latest  epoch  be^rs 
the  lai^ting  impress  of  these  workers.  Many  intere.stinj?  questions  concerning 
the  laws  of  metalMilism  can  be  regardeti  as  decided,  clnetly  by  the  theoretic 
conclusions  base<l  on  these  clinical  studies,  hnt  an  eniinently  practical  issue 
has  also  hcx'n  attaim^d:  Babied  upon  these  f undone ntal  laws,  a  rational  therapy 
of  nutrition  ha.^  been  evolved  which  affords  an  extraordinarily  fruitful  field 
for  professional  usefulness. 

It  is  interesting  to  rei'ount,  in  exlenso^  the  valuable  discoveries  which  have 
come  from  the  clinico-chemical  lal>orator!es,  and  have  tirilliantly  justified 
their  raison  d'etre. 

The  problems  whiili  arose  for  solution,  as  soon  as  investigation  passed 
beyond  the  mere  exam  i  nation  of  urine  for  all  to  ni  in  and  sugar,  were  manifold. 
Often  they  led  into  Hie  rcahii  of  phyj^iolog}%  and  thus  it  happeni>d  that  many 
obscure  points  in  the  physiology  of  digestion  and  metabolism  were  brilliantly 
illuminated  by  the  la!>ors  of  clinicians,  and  experimfinial  invrstigafion  in  the 
clinicril  laboratory  has  especially  enricbed  our  knowledge  of  the  physiology  of 
mctabolism. 

With  energy  and  fhorotighness,  therefore,  rescarclies  into  the  pathology  of 
metabolism  were  pursued  clinically.  The  wards  of  the  hospitals  offered  rich 
material  and  abundant  opportunity'  for  oJtserving  the  course  of  metftbolic 
proci'Sf*cs  under  abnornud  roudilions,  and  ttie  desire  to  study  physiological 
questions  at  the  bedside  wa>  as  much  promoted  by  stimulus  from  the  physio- 
lc»gic  laboratories  of  Hoppe-Seyler,  Ludwig,  Yoit,  Pfliiger,  Salkowski,  and 
3  '  1 


2  ANALYSIS  OF  DISTURBANCES  OF  METABOLISM 

Baumann  as  by  the  desire  to  find  a  key  to  the  comprehension  of  pathologic 
processes. 

The  practical  result  of  these  labors  may  be  noted  in  the  extraordinary 
interest  manifested  everywhere  to-day  in  modem  dietotherapy.  For  this  rea- 
son it  is  worth  while  to  cast  a  retrospective  glance  over  the  long  road  which  has 
led  to  this  satisfactory  result. 

The  scientific  study  of  metabolism  began  when  Lavoisier,  in  1780,  desig- 
nated chemical  processes  in  the  animal  economy  as  the  source  of  heat  accom- 
panying all  processes  of  life.  lie  taught  us  that  the  food  products  in  the 
body  utilized  the  oxygen  breathed  in  with  the  inspired  air  and  decomposed, 
producing  carbonic  acid;  that  this  process  is  therefore  analogous  to  the 
combustion  of  organic  substances  outside  of  the  body,  and  is  an  oxidation 
process  which  is  the  most  important  source  of  animal  heat. 

A  long  time  elapsed  before  the  discovery  of  the  law  of  conservation  of 
energy  also  permitted  new  conceptions  in  the  realm  of  biology  (R.  Meyer).  In 
opposition  to  the  view  that,  besides  combustion,  still  other  independent  sources 
of  heat  were  present  in  the  circulation  of  the  blood  (friction,  etc.),  the  opin- 
ion became  general  that  all  expressions  of  force  which  are  recognized  in  the 
living  organism  (i.  e.,  production  of  heat  and  capacity  for  work)  were  sus- 
ceptible of  a  uniform  explanation.  They  originate  from  the  energy  which  is 
furnished  the  body  by  the  food.  By  tireless  and  long-continued  original 
researches,  Rubner  proved  conclusively  that  the  law  of  the  conservation  of 
energy,  the  correctness  of  which  R.  Meyer  and  Helmholtz  proved  in  the  realm 
of  physics,  deserves  proper  recognition  also  in  biology.  The  supply  of  energy 
contained  in  the  food  passes  through  the  animal  body  without  diminution. 

Thus  the  law  of  the  permutation  of  forces,  which  had  its  origin  in  Lavoi- 
sier's discovery  of  combustion  as  the  source  of  energy  for  the  organism,  was 
conclusively  demonstrated  by  Rubner. 

It  was  an  important  epoch  in  the  development  of  the  laws  of  metabolism 
when  Justus  von  Liebig  demonstrated  the  identity  of  the  protcids  of  the  ani- 
mal and  vegetable  organisms  in  their  chemical  properties,  and  e.\})laine(l  tlio 
relations  of  the  albumin  products  of  the  food  to  the  nitrogenous  products  of 
decomposition  in  the  urine.  We  owe  to  him  the  knowledge  that  it  is  albumin, 
fat,  and  carbohydrates  which  arc  the  basis  of  metabolic  processes.  He  was 
the  first  to  emphasize  the  fact  of  the  unequal  importance  of  the  products  neces- 
sary for  structural  forijiation  in  the  animal  organism.  He  assumed  that  the 
albumin  introduced  with  the  food  alone  reconstructs  that  which  has  been 
destroyed  by  the  activity  of  the  body,  and  called  albumin  the  plaMic  (tissue- 
forming)  food  product,  contrasting  with  it  the  N-free  products  (fat  and 
carbohydrates)  as  respiratory  products.  These  alone,  he  supposed,  were 
attacked  directly  by  the  oxygen  in  the  air,  and  by  their  combustion  protected 
the  plastic  products,  the  albumin,  from  oxidation. 

But  this  theory  of  a  division  of  all  food  products  into  two  opposite  groups 
could  not  be  maintained,  and  the  theory  of  Liebig  that  the  oxygen  taken  up 
in  respiration  caused  the  disintegration  of  the  food  products,  and  that  its 
amount  decided  the  degree  of  metabolism  was  also  later  proven  to  be  unten- 
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I  able.     We  know  to-day  thnt  the  caiisTsal  relation  het^^eon  oxygon  intake  and 
food  consumption  as  aceeptc'd  by  Liebig  does  not  exists  hut  that  in  the  living 
I  protoplasm  of  the  cell  exists  the  cause  of  the  decomposition  going  on  in  tlio 
[organism. 

Food  decomposition  does  not  take  place  in  tlie  I>I(mx1  and  fluids,  as  was 
assumed  at  that  time,  l)uf  in  the  tissues,  where  the  deeom position  is  produced 
by  the  chemical  activity  of  the  cells. ^ 

The  type  and  rate  of  metabolism  are  dotennined  neither  by  the  presence 
Bor  by  the  absence  of  oxygen,  l»ut  only  the  energies  iloruiant  in  the  protoplasm 
[of  the  cells— energies  whose  multiplicity  the  investigations  of  our  own  times 
bare  constantly  impressing  upon  us. 

The  amount  of  ileeomposition  which  takes  place  in  the  cell  is  decided  ahmc 
thj  the  energy  rfN]uiremfmt  of  the  entire  organism,  so  that  the  total  consunip- 
(tion  of  the  hody  is  made  np  of  the  metalwlism  of  all  the  cells.  Tfiese  cells, 
[however,  show  a  wonderful  adjustment  to  the  requirements  of  the  organism, 
knot  only  quantitatively  but,  on  account  of  their  specific  properties,  qualita- 
[tively  as  weU. 

It  is  not  the  oxygen  that  by  its  affinity  to  the  individual  constituents  of  the 
[bixiy  dominates  the  chemical  processes  that  occur  there.     If  oxygen  ruled,  the 
readily  oxidizablo  substances,  such  as  uric  acid,  could  not  be  so  uniformly 
present  in  unalteretl  form  in  the  excretions,  while  substances  which  are  only 
iized  with  ditliculty,  such  as  the  fats,  arc  completely  burned.     It  is  the 
eific  force  contained  in  the  protoplasm  of  the  cells  which  causes  the  meta- 
llic processes  in  the  animal  economy. 

Among  these  processes  the  splitting  up  of  complex  chemical  bodies  into 
impler  bodies,  wdiile  oxygen  is  at  the  same  time  taken  up,  plays  an  important 
frole.  But  besides  mere  splitting  up,  and  splitting  up  with  absorption  of  water 
;  (hydrolytic  disi^ix'iation),  other  processes  of  re(luction  and  synthesis  arc 
[largely  active,  and  occasionally  all  are  combined  in  a  single  evil. 

Hence,  as  Rubner  maintained,  life  cannot  be  describe*  1  under  the  general 
idea  of  a  process  of  combustion ;  we  must  rather  say  that  while  life  exists  there 
is  constantly  an  employment  of  energy  and  a  transference  of  the  same  into 
other  fonns  (activity  and  heat). 

Physiologic  and  pathologic  chemistry  will  aid  us  still  further  in  analyzing 
the  chemical  changes  which  w^cur  during  the  processes  of  metabolism.  The 
evolution  of  the  individual  protein  substances  containt.'tl  in  tlie  cell,  and  the 
disclosure  of  their  composition  by  the  prodnetion  of  split-products,  constitute 
the  one  method  which  has  been  followeil  with  success  in  solving  the  problem?^ 
here  involved.  But  the  protoplasm  of  the  living  cell  and  the  proteid  which 
we  have  prmlueed  from  it  by  the  aid  of  our  chemical  methods  are  quite  ditler- 
ent  things.  80  also  the  products  of  decomposition  which  arise  in  the  destruc- 
tion of  the  cell  protoplasm  in  the  bodtf  are  quite  dilferent  from  those  which 
we  make  by  splitting  up  allmminous  substance  in  a  IM  tfihe.  In  the  one  ease 
dead  alimmin,  in  the  other  living  alfmmin  is  decomposed,  and  as  we  appre- 
ciate this  great  difference  we  seem  to  drift  yet  further  from  the  solution  of  the 
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problem  of  life.  Yet  even  here  the  ingenuity  of  our  scientists  has  found  a  way 
to  probe  more  deeply  into  the  cause  of  things,  and,  though  still  in  the  first 
stages,  the  most  recent  investigations  upon  organs  kept  alive  outside  the  body 
(saturated  with  blood,  autolysis)  have  been  followed  by  important  results 
which  permit  us  to  expect  more  surprising  conclusions  in  the  future. 

On  the  other  hand,  it  must  be  emphasized  that  although  our  knowledge 
of  the  chemical  processes  of  metabolism  is  still  comparatively  primitive,  the 
laws  of  metabolism  have  been  decidedly  advanced  by  a  more  physical  consid- 
eration of  the  processes.  The  dynamic  conception  of  the  transition  of  food 
products,  thought  out  by  Rubner,  furnished  a  basis  for  labors  in  the  clinical 
pathology  of  metabolism  upon  which  a  superstructure  might  be  raised  with 
ease  and  certainty,  and  upon  this  the  imposing  structure  of  modem  laws  of 
metabolism  in  the  diseased  l)ody  was  soon  erected. 

If  we  take  this  as  our  actual  theme,  we  note  that  in  the  clinical  study  of 
metal)olism  in  the  last  few  decades  quantitative  investigations  take  precedence. 

Tlie  history  of  this  begins  with  the  publication  of  E.  Bischoff's  book, 
"Urea  as  the  Measure  of  Metabolism^'  (1853).  The  method  of  estimating 
the  amount  of  urea  by  titration,  first  employed  by  J.  v.  Liebig,  enabled  BischoflF 
and  Voit  to  undertake  numerous  investigations  by  which  they  determined  the 
laws  of  nutrition  in  the  carnivora.^ 

Chossat  had  previously,  by  careful  experiments  with  starving  pigeons, 
demonstrated  the  daily  loss  of  weight  and  the  amount  of  the  excretions;  and 
Bidder  and  Schmidt  in  their  lx>ok,  "  The  Digestive  Fluids  and  Metabolism  " 
(1852),  described  minutely  the  valuable  results  of  their  investigations  regard- 
ing the  metabolism  of  carnivora  (cat)  under  the  most  varied  conditions  of 
nutrition.  They  were  the  first  to  relate  in  detail,  after  an  investigation  in 
whicli  all  requirements  were  fulfilled,  how  to  find  in  the  urine  and  the  feces 
the  nitrogen  ingestwl  in  food  in  the  form  of  meat,  and  upon  this  they  founded 
the  law  of  nitrogen  equilibrium. 

With  the  aid  of  the  elementary  analysis  of  urine  and  feces,  and  the  care- 
ful estimation  of  the  factors  of  respiratory  metabolism  which  were  made  pos- 
sible by  the  help  of  v.  Pettenkofer,  the  study  of  the  quantitative  analysis  of 
metabolism  in  Voit\s  physiologic  laboratory  in  Munich  soon  attained  great 
technical  exactness.  With  this  came  the  facilities  for  studying  the  alterations 
of  deromj)osition  under  most  varying  circumstances,  and  particularly  with 
food  of  difTcTont  nature  and  quantity,  and  thus  it  became  possible  to  deter- 
mine the  laws  of  the  total  animal  economy. 

CONSUMPTION  OF  FOOD  IN  THE  HEALTHY 

A.    THE  LAWS  OF  NUTRITION 

The  estimation  of  the  amount  of  food  re<iuired  by  the  healthy  human  organ- 
ism to  maintain  its  equilibrium  has  been  the  subject  of  many  experiments  by 
Voit  and  his  pupils. 


1  Diachoff  u.  Voit,  "  Die  Gesotzc  der  Ernilhrung  des  Fleischfressors,"   1880. 


iie  more  eompletfi  the  tecbnic,  and  the  moro  ingenious  the  investi- 
gation, the  more  eertainly  the  results  show  that  metabolism  is  determined 
by  the  acUvUieif  of  the  body  (heat  production  and  force).  Tlien  by  excluding 
all  external  factors  which  coidd  increase  metaholii^^nu  it  is  shown  that  the 
'' re^tiug-ener^y  *' *  of  metaljolism  is  efjuivalent  in  its  potential  value  to  the 
amount  of  lieat  produced.  This  has  unques^tionably  been  proven  by  Ruhner'a 
calori metric  investigations. 

In  rest,  the  dissipation  of  heat  is  the  only  avenue  for  loss  of  force.  Dis- 
sipntion  of  heat,  however,  is  n  function  of  ibe  8urf;»ce  of  the  Ijody,  If  it 
determine??  tlie  ratio  of  metabolism  in  rest,  this  metabolism  must  in  turn  be 
dependent  upon  the  surface  of  tlte  body  (law  of  the  development  of  the  sur- 
face, Rubner). 

There  can  be  no  doubt  that  this  biologic  law  nl8o  exists  in  pathology. 
Where  conspicuous  differences  in  the  amount  of  the  resting-energ}^  per  kilo- 
gram of  body- weight  exists,  an  attempt  should  be  rnatle  to  oxpbiin  it  by  the 
variation  in  the  amount  of  surface  before  we  accept  the  view  that  a  special 
protoplasm,  characterized  by  a  more  active  or  sluggish  metabolism,  plays  a 
rule  (in  nurslings^  in  obesity,  etc,)' 


Table  I 

ENERGY  METABOLISM   PER  SQIAIIE   METER  OF   IK^DY   SURFACE* 
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The  metalxilism  which  takes  place  normally  in  the  body  of  a  mammal  when 

in  absolute  rest,  for  the  purpose  of  maintaining  life,  is  always  the  same,  with- 

^€ut  regard  to  the  source  whence  it  obtains  the  organic  material  to  fulfil  its 

-wliether  from  albumin,  fat,  or  earliobydrates. 

For  the  maintenancf  of  liff  ike  ortjnnic  food  products  compffimte  accord- 

^ %n<j  it}  their  .specific  enertjij  of  tension  {law  of  isodtjnamtes).    The  amount  of 

energy  which  the  individual  food  products  contribute  to  the  processes  of 


1  German:    Ruhf-tcrrfh. 

«  Ruhnar,  BeitrUgt*  eut  '*  Ernahrung  im  Knabenalter/*  Berlin^  1002,  p,  62. 

•  Wcijifht  with  rhilhinp. 

«  Calculated  from  the  carbonic  acid  value«. 
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metabolism  that  arise  from  them,  and  by  their  combustion  in  metabolism 
becomes  living  force,  Rubner  has  calculated  at  4.1  calories  for  one  gram  of 
albumin,  9.3  calories  for  one  gram  of  fat,  4.1  calories  for  one  gram  of  carbo- 
hydrate. 

These  are  the  figures  which  arc  utilized  as  standards  in  all  clinical  inves- 
tigations in  metabolism  (the  correspondence  of  the  value  for  albumin  and 
carbohydrate  is  quite  accidental). 

In  these  values  force  is  expressed  in  units  of  the  heat  which  is  generated  in 
the  organism  when  by  combustion  of  the  individual  food  products  their  end 
products  in  metabolism  are  produced.  The  loss  which  occurs  in  the  intestines 
by  insufficient  absorption  of  the  food  is  not  considered  here.  They  are,  there- 
fore, gross  values  (large  calories).  To  convert  them  into  pure  calories,  Rub- 
ner has  calculated  a  subtraction  of  8  per  cent,  from  the  average  heat  value  of 
the  feces  on  a  mixed  diet.  His  latest  investigations,  by  means  of  the  direct 
calorimctry  in  man,  have  showTi  that  the  calculation  obtained  from  chemical 
analysis  of  the  standard  figures  in  derived  heat  corresponds  almost  perfectly 
with  the  amount  of  heat  in  calories  taken  directly  frofii  the  calorimeter.  The 
method  commonly  used  in  the  clinic  to  calculate  the  energy  transference  from 
the  calory  value  of  the  food  introduced  is  therefore  accurate,  if  no  severe 
disturbances  in  absorption  are  present. 

B.    THE  METHODS  FOR  ESTIMATING  THE  CALORY  REQUIREMENT 

OF  THE  BODY 

The  method  in  use  in  Voit's  laboratory  for  determining  the  degree  of 
metabolism  in  a  healthy  individual  under  various  conditions  of  nutrition  is 
by  the  comparison  of  intake  and  output  in  a  trial  period  of  twenty-four  hours. 
This  j)resupposes  that  the  body  within  this  time  rids  itself  of  the  total  end 
products  of  metabolism  that  have  arisen  from  the  dc-composition  of  organic 
sul)stances.  This  supposition  is  quite  correct  for  excretion  in  the  respired  air 
and  in  the  urine.  To  estimate  the  contents  of  the  feces  (the  discharges  usu- 
ally occurring  later  here),  we  need  to  mark  in  some  way  the  beginning  of  the 
experimental  period.  This  is  usually  accomplished  without  difficulty  and 
with  suHicicnt  exactness  by  the  administration  of  from  10  to  15  grams  of 
powdered  charcoal  or  0.3  gram  of  carmin  at  the  beginning  and  at  the  end  of 
the  metaholism  inv(»stigation.  This  method  in  its  high  technical  completion 
was  the  sine  qua  non  for  the  (juantitative  investigation  of  metabolism  at  the 
bedsi(l(;. 

An  accurate  estimate  of  the  food  ingested  during  the  ])eriod  of  trial  and 
of  the  carriers  of  energy  eontainiK^l  in  it  (albumin,  fat  and  carbohydrates)  is 
necessary.  The  excretions,  i.  e.,  the  urine,  the  feces  and  the  expired  air,  are 
measured  with  e.\aetn(\ss,  and  analyzi'd  as  to  the  amount  of  nitrogen  and  car- 
bonic acid  which  they  contain.  From  a  comparison  of  ingcsta  and  excreta 
the  balance  is  obtained. 

I  shall  (juote  an  example  of  one  of  Voit's  experiments:  A  workman  weigh- 
ing GD.r)  kilograms  took  in  the  form  of  meat,  egg,  albumin,  milk,  bread,  lard, 
butter,  flour  and  sugar  a  total  of  137  grams  of  albumin,  117  grams  of  fat,  and 
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352  grams  of  caH^nhyilnitc*,  rootfiiiiing  11K5  ijrams  of  N  and  315»5  grams 
of  C,  lM?.<itles  2,Ulf3  grams  of  water.     He  excretud  in  complete  rest: 

In  the  iirinr. , 17.4  grams  N.,  12.7  grama  C,       1^79  grams  water. 

In  the  feres 2.1      "     N.,  14.6      *^      C.»  83      "      water. 

In  the  respiration 248.6      "      C,  828      "      water. 

ToUl. .,. ,..     10,5      •*      N.,        275.8      "      C,       3,190      **      water. 

The  ImmIv  was,  therefore,  in  N-e<^|nilihriiirn  ;  exrroted  174  ^ranis  of  water 
and  retained  39.8  grams  of  carl>on,  which  corresponds  to  a  deposition  of  52 
grams  of  fat. 

This  mcthofl  gives  iis  knowledge  of  the  lnMly-alhumin  during  the  investiga- 
tion. This  is  estimated  hj  means  of  the  nitrogen  balance,  a  method  which, 
since  that  time,  has  come  into  general  use. 

One  hundred  grams  of  allmmin  contain  10  grams  of  X,  If  the  entire 
amount  of  'S  due  to  the  det'oni position  of  alhinnin  during  the  trial  prriod 
were  excreteil  in  the  urine,  tlie  N  figure  of  the  urine  newl  only  he  multiplied 
by  B.25  to  determine  the  amount  of  alhumin  metaliolism.  The  other  N  losses 
of  the  body  are  slight.  A  small  portion  afjpears  in  the  feces  as  a  residue  of 
the  intestinal  secretions  und  tins  is  snUiciently  large  to  he  calculah-d  in  each 
invest igi»t ion.  The  other  X  losses  of  the  \m\y  (loss  of  hair,  scales  of  the 
epidermis  and  sweat)  are  so  insignificant  that  they  may  be  ignored  in  a  trial 
period  lasting  twenty-four  hours. 

Nitrogen  equilihriura  is  then  sho^^Ti  when  the  food-X  =:  urinary-X  + 
fecal-X. 

Voit's  quantitative  meth^^^wl  of  estimating  metabolism  also  permits  U9  to 
recognize  from  the  carbon  balance  whether  the  body's  need  of  X-free  sub- 
Btiince  has  l>een  f id fi I k»fl  by  the  fix)d  given  during  the  trial  period  or  not. 
The  organism  has  its  very  definite  calory  rec|uirement.  With  an  insulTieient 
aduHuistration  of  nourisliment,  the  body  takes  a  supply  of  energy  from  it5 
own  material  component  parts.  When,  in  a  body  previously  in  equilibrium, 
carbon  is  retained  or  mon?  excreted  than  h  ingested,  a  corresponding  accumu- 
lation or  loss  of  fat  is  indicntnL  In  tlie  form  of  carlxihydrates  (glycogen)  the 
body  drK?s  not  accumulate  any  gn^at  sup[dy  of  energy. 

In  the  quantitative  estimation  of  metal»olism  in  the  clinic  it  has  been 
necessary  as  a  rule  to  proceed  without  determining  the  carbon  balance.  This 
require-  the  estimatiou  nf  the  total  CO.^  excretion  in  the  respiret!  air,  which 
can  only  lie  aceomplishod  by  means  of  a  large  respiratory  apparatus  sueii  as 
that  of  Pcttenkofer.  Such  an  apparatus  is  expensive  and  very  <liflieult  to 
adjust.  As  many  hours  are  rei|uired  to  make  the  experiment,  it  is  incon* 
venient  to  employ  this  apparatus  at  the  btHiside. 

To  compensate  for  this,  the  condition  of  the  hody*weight  has  been  em- 
plovfx]  as  a  control  to  determine  whether,  tiesides  the  proteid  requirement,  a 
sutBcient  energr  supply  for  the  neeils  of  the  organism  is  ]> resent  in  the  food. 
If  there  'm  little  variation  in  the  material  constituents  of  the  body  (albumin, 
fat  and  water),  this  is  permissible,  especially  if  the  experimental  period  is 
not  too  brief.  Instead  of  trials  of  twenty-four  hours,  therefore,  trial  periods 
of  three  to  four  days  are  usual  in  metabolism  analyses  of  this  type. 
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If  the  test  is  made  for  still  longer  periods,  the  weight  of  the  hodt/  alone, 
with  minute  estimation  of  the  energy  value  of  the  food,  may  enable  us  to 
recognize  the  calory  requirement. 

Forster  demonstrated  in  persons  living  under  ordinary  conditions  the 
food  values  just  sufficient  to  maintain  weight  and  to  enable  them  to  follow 
their  usual  occupations.  In  numerous  investigations  with  larger  groups  of 
men  (in  barracks,  in  prisons  and  in  almshouses)  by  an  analysis  of  the  food 
ingested,  valuable  standards  have  been  established  for  the  amount  of  food 
rec|uircd  by  healthy  persons.  If  the  individual  continues  as  vigorous  as  usual 
and  his  body-weight  remains  unchanged  while  on  a  prescribed  diet,  the  con- 
clusion is  justifiable  that  the  amount  of  energy  contained  in  the  allotment 
of  food  is  sufficient  for  the  requirements  of  tlie  body. 

As  the  metabolism  of  tlie  liody  depends  upon  the  needs  of  all  the  cells  in 
the  body,  and  represents  essentially  a  process  of  combustion,  it  is  obvious 
that  the  intake  of  oxygen  should  also  be  considered  in  estimating  metalx)lism 
in  the  body.  But  the  estimation  of  oxygen  consumption  is  not  an  accurate 
measure  of  the  total  metabolism,  because  the  same  auiount  of  oxygen,  accord- 
ing to  whether  it  is  utilized  for  the  oxidation  of  albumin,  fat  or  carbohy- 
drates, corresponds  to  diff'erent  quantities  of  heat;  also  because  one  gram  of 
exj)ired  carbonic  acid,  according  as  it  has  been  formed  by  combustion  of  one 
or  another  food  stuff,  corresponds  to  very  difTerent  degrees  of  heat. 

Therefore,  only  when  the  nature  of  the  food-materials  decomposed  in 
the  body  remains  the  same  are  consumption  of  oxygen  and  excretion  of  car- 
bonic acid  a  measure  for  changes  in  the  entire  consumption  of  products. 

By  means  of  the  large  respiratory  apparatus  of  Hoppe-Seyler-Tigerstedt, 
the  direct  estimation  of  all  the  factors  of  the  respiratory  metabolism  of  gases 
is  possil)le.  The  a})paratus  is  difficult  to  manage,  however,  and  the  necessarily 
long  stay  in  the  chamber  of  the  person  experimented  upon  makes  its  use 
inconvenient  ;  therefore,  in  the  sick  but  few  observations  have  been  made 
on  this  plan. 

It  is  much  easier  to  estimate  the  absorption  of  oxygon  and  the  production 
of  carbonic  acid  with  the  a|)|)aratus  of  Zuntz  and  Geppert.  In  brief  experi- 
ments, trials  are  usually  made  by  moans  of  a  mouth-piece  for  only  ^ve  to  ten 
minutes,  at  most  for  one  hour:  the  O.,  and  COj  in  the  expired  and  inspired 
air  and  the  amount  of  (\,  intake  and  CO,  excretion  per  minute  are  calculated 
from  this. 

To  calculate  th(?  total  0.^  consumption  for  an  entire  day  from  these  figures 
would  lead  to  error,  on  account  of  the  great  variation  in  the  respiratory 
interchango  of  gases  from  hour  to  hour. 

Tlunr  rocij>ro('al  relation,  however,  furnishes  the  rrspiratory  quotient, 
which  gives  valuable  information  Regarding  the  nature  of  the  material  de- 
composed at  tho  tim<'.  It  approaclus  the  value  of  1.0  in  carbohydrate  com- 
bustion, whih'  during  tho  combustion  of  alhumiu  abme  it  amounts  to  0.73, 
and  in  comhustion  of  fat  to  0.7. 

For  th(»  (fuaniiintwr  (estimation  of  the  interchanges,  the  enormous  amount 
of  material  gathorod  by  Zuntz  and  his  pupils  in  numerous  healthy  and  sick 
persons  contributes  valuable  points.    In  absolute  rest  of  the  body,  and  in  the 
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interval.^  of  intestinal  imiclivttv,  whirli  occur  from  six  to  eight  hours  after 
ineal^^,  the  vahios  for  i]w.  intake  of  0^  and  the  oxrretion  of  CO^  per  minute 

.ari^  rjinte  iH^nstant  for  any  lumllliy  individuMl,  and  in  different  liealtliy  indi- 
ndimls  tfiey  vary  only  within  ccrlain  hniits.  In  these  **fastiTi<j:  valuer'*  we 
liave  standanlB,  variation  from  whicli  in  one  or  the  other  direction  denotes 
patholo^ric  chan*rc. 

In  eonehision,  direct  calorimetry  nnisf  hv  considered  as  the  exact  mi-lhod 

I  by  wlueli  to  determine  tlie  entire  transference  of  encrfry  in  the  restinfj  liody, 
Thiis  coincides,  as  already  mentioned,  with  the  total  loss  of  heat,  the  coinci- 
dence of  which  with  the  heat-equivalent  of  the  foml  stufTs  consumed  have 
been  determined  hy  Ruhner  in  animals  Ijy  niastcrly  experiments.     In  man, 

^and  especially  in  the  sick,  direct  calorimetric  estimations  to  determine  the 
quanrity  of  the  total  metal>olism  have  hecn  carried  out  only  in  isolated  cases 
(see  below). 

C.  THE  ENERGY  REQUIREMENT  OF  THE  HEALTHY 

The  quantity  of  futnl  reijuircd  hy  a  wi>rknian  wliile  pcrformintr ''  moderate" 
]alK»r  Voit  stated  to  he  lis  jL^rams  of  albumin,  50  grams  of  fat,  and  5t*M  ^rams 
lot  carlMihydrates,  This  was  l>ased  uj>ou  many  experiences  taken  from  daily 
[life,  and  corresponds  with  the  results  of  numerous  exact  analyses  of  nietab- 
Voli^m  carried  out,  acconling  to  the  method  descrilit^l  above,  in  Voit's  lahora- 
liory  (eoiti|varis«in  of  the  intake  and  output).  For  a  long  time  A^oit's  priuci- 
[ples  exiiited  almost  as  a  dogma.  Later  the  total  calory  value  to  which  this 
tdiet  corresponds  (3,055  calorict;),  m  well  as  the  large  amoimt  of  albumin 
contained  in  it.  became  the  subject  of  lively  discussion,  in  which  the  clinical 
'  iuvc-stigators  ttiok  a  prominent  part. 

If  the  performance  of  nmscular  work  increases  the  energy  requirement 
,  of  liie  bo<!y  above  that  of  rest  (and,  in  fact,  it  midtiplics  several  times  the 
[heat  <^nivalent  to  the  work  done),  the  calory  requirement  of  the  "  workman  *' 
I  cannot  lje  estimatiHl  otherwise  than  t)y  cousidering  the  airiount  of  work  to 
jbe  j)erfornn3d.  The  rich  statistical  nuiterial  which  is  now  at  band  confirm.^ 
|the  requirement  of  Voit  for  about  43  calories  (which  is  tlie  amount  contained 
[in  the  al>ove  i|nantity  of  food  per  kilogram  of  body-wciglit )  f(>r  [lersons  doing 
f active  muscular  work. 

From   many  ohservations   Ruhner  calculates  as   the  medium   amount  for 
a  twenty-four-hour  metaholism   in  the  liealthy  adult,  of  average  body   size^ 
[and  weighing  70  kilograms : 

Pure  Calory  fxr 

calorien.  kilnfcrain. 

IJktrcst .,.  2,30a  =  32.9 

iWith  slight  raiujcukr  work 2,445  ^  MM 

I  With  mfidi  riite  museulnr  work 2»8G8  =  41.0 

IWilh  fxhttitsUiig  jmisculur  w*>rk a,3<J3  ==  ASM 


With  a  dedtiction  of  8  per  cent,  from  the  3,055  hirge  calories  which  are 
contuinefi  in  Voit*s  amount  uf  food,  this  corresponds  exactly  with  Kubuer's 
calculations. 
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With  more  justice,  Voit's  requirement  of  118  grams  of  albumin  has  been 
the  subject  of  dispute.  In  the  discussion  regarding  this  amount  there  has 
been  much  difference  of  opinion.  In  their  conception  of  the  main  point  in 
dispute,  the  views  of  different  authors  were  diametrically  opposed;  and  the 
conflicting  opinions  which  arose  in  consequence  of  this  have  kept  the  discus- 
sion alive  to  the  present  time. 

In  the  food  of  man,  which  consists  of  albumin,  fat  and  carbohydrates, 
the  albumin  bodies  grouped  in  contrast  to  N-free  substances  are  especially 
important.  While  the  latter  may  be  compensated  for  to  a  great  extent  by 
each  otlier  and  also  by  albumin,  according  to  the  measure  of  their  energy 
value,  a  certain  quantity  of  albumin  in  the  daily  food  is  irreplaceable  and 
indispensable  if  the  protcids  of  the  body  are  to  be  maintained  intact. 

To  determine  this  indispensable  amount  of  albumin,  the  minimum  which 
the  body  requires  to  maintain  the  living  substance  in  a  functioning  condition 
has  been  the  subject  of  much  discussion. 

For  a  time  it  was  believed  (Bidder  and  Schmidt)  that  this  albumin  mini- 
mum corresponded  with  the  albumin-metal>olism  of  persons  kept  in  a  state 
of  starvation,  i.  e.,  that  the  nitrogen  excretion  in  starvation  furnishes  a  stand- 
ard for  the  nitrogenous  metabolism  necessary  to  maintain  life,  that  is,  the 
actual  albumin  rcfpiirement  of  the  body.  All  the  albumin  absorbed  from  the 
intestine  in  excess  of  this  was  to  be  considered  "  luxury,"  and  was  supposed, 
like  the  X-free  substances,  to  undergo  prompt  combustion  in  the  blood  without 
becoming  organized  at  all. 

Among  clinicians,  no  less  a  one  than  Frerichs  upheld  this  theory  of  "lux- 
ury combustion/'  i)rop()unded  by  C.  G.  Lehmann. 

Yoit  opposed  tlie  "  luxury  '■  theory.  In  liis  "  Handbook  of  the  Physiology 
of  Total  Metabolism  ''  (page  209)  he  devotes  a  special  chapter  to  contradicting 
this,  and  furnishes  convincing  j)roofs. 

According  to  expiTinients  made  in  the  dog,  which  of  course  are  to  be  inter- 
preted somewhat  differently  from  human  experiments  and  which  in  their 
general  api)lication  to  man  havi*  been  attacked  by  some  investigators,  the 
smallest  (|uantity  of  albumin  wliicli  will  maintain  the  nitrogenous  equilibrium 
of  tlie  body  (<m  a  mixed  dirt  with  N-free  food  substances)  is  usually  2J  to  3 
times  hii'fjrr  than  tlu^  nitrogenous  metabolism  in  starvation.  In  their  com- 
j)reli('n>ive  cxjxTimrnis  F.  Voit  and  Korkunolf  ^  still  found  the  minimum 
albumin-HMjuin'ment  tr)  Ik*  111  ]>er  cent,  greater  than  the  nitrogenous  metab- 
olism in  starvaticm  (and  even  with  very  large  amounts  of  starch  in  the  food). 

it  may  therefore  be  considered  as  provi'd  that  if  we  give  a  dog  only  the 
amount  of  j)roteid  which  is  decomposed  in  a  state;  of  starvation,  this  amount 
is  not  sntlieient  to  maintain  the  nitrogenous  equilibrium  of  the  body. 

In  man  the  same  appears  to  be  true.  With  sullicient  food,  the  excretion  of 
urea  is  increased  deeicledly  above  the  starvation  figures.  From  this  experi- 
ence, and  uj)on  the;  basis  nf  investigations  on  tin?  nutrition  of  a  large  number 
of  workuM'n,  Voit  computed  as  a  standard  for  any  sudicient  diet  the  above- 


1  11.  1  t/it  mill  KorUunnff,  "  Dir  ;r«riii«:>t('  ziir  Krlialtuiij;  <l('s  StickstofTgU'ichgcwichtes 
ni'illiij^f  Mnigi*  \<ui  KiwrisN."     Zritsthr.  f.  Ifinl.,  xxxii,  p.  58, 
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nicntionetl  high  rt»qiiirejiieDt  (hygienic  albuiiiiD  miniiimiii  in  contrast  to  the 
physiologic  aUjumiia  mininiiuii). 

It  apjR*4irji,  however,  that  proteid  metaholism  during  starvation,  tvcn  in 
the  same  individual,  ha,s  no  constant  height,  at  Uiast  not  during  tlie  first  davt* 
of  fasting.  Here  it  apparently  depends  upon  the  composition  of  the  footl 
whieh  has  preceded  the  ejtperinient  and  on  the  food  products  retained  in  the 
ho^ly.  It  is  high  if»  m  the  days  preeeding  the  fast,  a  large  amount  of 
albumin  has  kM?n  ingestwl,  and  decidedly  smaller  if  for  a  long  time  prior  to 
the  stanation  period  the  inge4ion  of  altjumin  has  been  slight.  Only  after 
from  one  to  three  days  Tvill  the  nitrogen  excretion  in  the  urine,  varying  in 
the  same  individnah  show  constant  figures.  This  constant  figure  apparently 
dejK^nds  on  the  vompoMium  rif  the  body,  i.e.,  its  allmmin  and  fat  condition. 
From  this,  during  starvation,  it  must  make  up  its  losses. 

The  source  of  the  albumin  which  is  so  rapidly  decomposer!  during* the  first 
days  of  starvation  is  not,  according  to  Voit,  the  alljumin  of  the  organs,  bnt 
the  much  more  easily  dei^om[)osed  and  saluble  al^mmin  of  the  Hiiids.  the  **  rrV- 
cuUiting  albumin.^'  This  iiuantity.  which  is  increaseil  by  a  diet  rich  in  albu- 
miBj  also  determines  the  proteid  metabolism  in  the  first  days  of  starvation. 

A  dcfiiiennj  of  albumin  in  the  ftHxl  diminishes  the  amount  of  **  circulating 
albumin;'  and  as  this  is  dependent  upon  the  fixe<l  or  organic  albumin  it  indi- 
rectly works  mischief  upon  the  organs. 

A  siipcrfluoms  intake  of  albumin,  on  the  other  hand,  increases  the  amoimt 
of  the  readily  destroyed  circulating  albumin  in  the  ilnids,  and  hence  propor- 
tional with  the  introdnrfion  of  albumin  there  is  an  increased  albumin  drrom- 
pfjsition  which  is  dependent  ujwin  the  amount  of  circulating  albumin  and  the 
N-exeretion  in  the  urine. 

The  amount  of  albumin  consumed  in  a  miit  of  time  in  Uir  fftnrfiaf  hodij  u 
dependent  to  an  aMunishiufj  detfrre  upon  thf  amount  of  the  albumin  infjested. 
The  capacity  of  tlie  normal  adult  organism  to  maintain  its  equilibrium  with 
any  amount  of  albnmin^ — exceeding  the  minimum — is  hardly  Ufnital  (in  so 
far  as  the  l>ody's  capacity  to  take  up  all>umin  permits  investigation).  If  the 
energy-rec[uii'ement  of  the  organism  is  met  by  the  food,  the  proteid  of  f(H>d 
defX)mposes  completely  and  with  extraordinary  rapidity.  Scarcely  absorbed  in 
the  fluids,  it  is  soon  destroyed,  and  in  the  briefest  time  its  nitrogenous  cleav- 
age  products  appear  in  the  urine  for  excretion  in  quantities  eorrc*spondi ug 
exactly  with  the  increase*!  tdbuniin  intake.  This  fact  forms  one  of  the  most 
important  points  in  Voit's  whole  theory  of  nutrition:  important  both  for 
pafhology  and  for  physi<>log>\  Hence  it  became  at  once  the  spur  for  many 
clinical  investigations  in  metabolism. 

Many  endeavors  have  Invn  made  to  explain  these  facts.  They  contradict 
completely  the  otherwise  applicable  law  that  the  amount  of  decomposition  in 
the  animal  biwly  is  eqnivalent  to  its  rcfjuirement  of  energy.  For  Voit  lias 
shown  that  with  a  sutlicient  amount  of  food  any  additional  amount  of  alhy- 
min,  no  matter  how  large,  is  at  once  decomposed,  so  that  metabolism  (trans- 
ference of  energy)  is  greatly  increased. 

The  changes  in  tlie  total  metabolism  by  variation  of  the  intake  other 
ilian  those  referred  to  above  are  slight.     The  introduction  of  amounts  of 
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food  whose  heat-equivalent  is  not  decidedly  above  the  interchange  of  forces 
in  the  starving  organism  does  not  increase  the  total  metabolism,  and  with  a 
dfet  beyond  the  amount  required  by  the  needs  of  the  body  the  introduction 
of  extra  N-fiee  material  (fat  and  carbohydrates),  no  matter  how  great,  in- 
creases the  interchange  of  energy  only  to  a  certain  percentage  of  the  excess 
of  food. 

If  the  surplus  is  introduced  in  the  form  of  fat,  only  10.7  per  cent,  of  it 
undergoes  combustion;  therefore  almost  90  per  cent,  is  deposited  as  fat  in 
the  i)ody.  If  superfluous  carbohydrates  are  introduced,  only  15.9  per  cent, 
goes  to  increase  the  total  metabolism ;  84.1  per  cent,  is  accumulated  in  the 
l)ody  and  is  utilized  for  fat  formation,  since  the  body's  capacity  to  incrcjiso 
its  carbohydrate  material  (glycogen  deposit)  is  a  limited  one.^ 

Since  the  amount  of  mc^tabolism  is  relatively  independent  of  variations  in 
the  ingestion  of  nourishment,  we  have  the  conditions  which  make  possible  a 
deposition  of  fat. 

With  an  abundant  introduction  of  albumin,  however,  proteid  decomposi- 
tion increases  in  exact  ratio  to  the  superfluous  amount  of  albumin  ingested. 
The  entire  superfluous  sup])ly  is  taken  \ip  in  metabolism,  and  the  N-exeretion 
in  the  urine  shows  a  height  corresponding  to  the  increased  administration. 

In  reality  it  is,  of  course,  only  the  X-containing  complex  in  albumin  which 
is  excreted,  and  these  products  of  excretion  are  at  once  thrown  off.  Of  the 
non-nitrogenous  components  which  remain  after  excretion,  as  well  as  also 
the  superfluous  fat  and  carljohyd rates  introduced,  only  a  portion  is  subjected 
to  decomj)Osition,  if  the  organism  does  not  rcipiire  them  to  meet  its  energy 
requirements,  while  a  considerable  remainder  (()9.1  per  cent.)  is  stored  up  in 
the  i)ody  (fat  formation  from  albumin).  Only  the  elimination  of  nitrogen  is 
complete. 

For  this  reason  albumin  occupies  an  exceptional  position  among  food  sub- 
stances; the  organism  re(|uires  it  for  its  simple  material  maintenance.  It  is, 
therefore,  difricult  to  understand  why  tlie  organism  should  waste  so  much  of, 
and  so  soon  eliminate,  this  most  valuable  food  product. 

A  numl)er  of  explanations  for  this  a])])arent  waste  have  been  offered.  It 
has  been  assumed  that  owing  to  the  cir(!ulation  of  albumin  products  in  the 
fluids  after  all)umin  nutrition,  the  individual  food  stuffs  take  part  in  the 
total  metal)olisin.  On  the  other  hand,  a  s])ecial  chemical  afllnity  of  the  cell 
substanc(?  for  the  individual  food  products  has  been  assumed  owing  to  the 
fact  that  the  albumin  is  most  readily  absorbed,  less  speedily  the  carbohydrates, 
and  last  of  all  the  fats. 

Kubner ''  has  lately  assumed  that  the  divisil)ility  of  the  individual  food 
stutfs  explains  the;  difTerent  share  taken  by  eacli  in  the  processes  of  metabo- 
lism. These  differences  in  divisibility  have  not  be(»n  sufliciently  considered 
until  now:  "A  measure  of  these  differences  is  the  size  of  the  molecules.  In 
the  case*  of  fat  this  amounts  to  S70,  in  grape  sugar,  to  only  180.     In  what 


1  This  iiHTcasc  in  im'talM)lisin  by  iiitnHluction  of  food  was  fonncrly  explained  by  an 
incn-asf  of  iiitcstinnl  activity.     Lately  tlic  <'orn*rtuc>is  of  this  view  has  l)oen  doubted. 
-  liuhnrr,  *'  IlandhiK'h  dt*r  Kmahrungsthcrapio,"  LM.  i,  p.  7S. 
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form  the  albumin  jirodnehs  circulate  is  not  known.  Nevc^rtlieless^,  tlie  view 
that  alUuuiin  and  allied  substances  are  always  bodies  of  hi)fh  atomic  weigld, 
has  isnffered  a  setback.  The  albiimoses  have  a  molecular  weight  of  from  1,200 
to  2,100;  the  peptones,  however,  of  only  about  :^00,  similar  to  that  of  sugar. 
In  a  mnlecide  of  fat  there  are  8  J  TO  ealories,  in  a  luolecule  of  ^rapo  sugar 
only  Cu4,  The  pi'[>tones  vary  very  silightly  from  the  latter  value.  The  vari- 
eties of  sngar  and  albumin,  therefore,  viewed  from  this  standpoint,  might 
pre*lominate  in  deeompoisition  without  s]>eeiaJ  forees  coming  into  play/* 

GtuIkt  '  looki*  upon  fhe  pronifvt  splitting  up  of  the  albumin  of  food  as  a 
very  necessary  process,  in  faut  as  an  arrangcineiit  which  is  qiuie  indispensable 
to  rid  the  organism  as  soon  as  possible  of  the  great  bulk  of  soluble  albumin 
boilies  which  are  unneeessary  for  its  normal  condition  and  which  cannot  l>e 
utilize*!.  A  further  increase  in  the  size  of  the  organs  in  the  adult  animal  is 
possible  only  to  a  slight  degree  after  the  brwiy  has  reached  the  limit  of  growth 
fixtn]  liy  its  hen'tlitary  germinal  prcdisjiosition  (increase  of  the  size  of  nmsclcs 
as  the  result  of  bmly  exercisf!).  To  replace  the  an^ount  of  organic  albumin 
daily  destroyed  a  small  portion  of  the  food  proteid  is  sulllcient.  As  the  accu- 
mulatron  of  the  balance  in  the  l>ody  wtndd  alter  the  function  of  flie  organs, 
ite*  imn»e<liate  {lecoui  posit  ion  is  absolutely  necessary  in  order  to  keep  the  com- 
position and  ci>nccntration  of  the  body  thiids  unchanged  in  spite  of  any  varia- 
tion in  the  composition  of  the  food, 

Tlie  prompt  splitting  np  of  the  food  albumin  is  believed  by  Gruber  to  he 
the  effect  nf  the  action  of  enzymes  with  which  the  cells  of  the  adult  healthy 
organism  are  richly  supplied.  This  view  has  much  to  commend  it.  We  can 
thus  readily  explain  the  enormous  albumin  accumulation  which  occurs  in 
convalescence  from  severe  diseases,  after  prolonged  starvation,  etc.,  and  is 
almost  inde[K'ndent  of  t!ie  administration  of  albumni.  The  absence  of  the 
alhumin-splilting  enzyme  in  body  cells  that  have  been  damaged  in  their 
proteid  constituents  by  disease:*  explains  the  absence  of  that  rapid  splitting  and 
excretion  of  proteids  wliich  occurs  in  health. 


D.    THE   ALBUMIH  MUTIMUM 

We  have  seen  that  Voit's  rei|uirement  of  118  grams  of  allmmin  in  the 
daily  for»d  of  an  adult  perfomiing  moderate  labor  is  a  practical  proposition 
for  rational  nutrition,  and  does  not  represent  the  physiologic  albumin  mini- 
mum which  the  mature  fiody  absolntely  rtypiires  to  supply  its  funetiouing 
organs.  Incorrectly  viewed,  this  stimulated  a  great  luiiulier  of  researches  in 
which  the  starting  point  was  the  question  (although  it  can  have  only  the- 
oretic interest),  How  far  may  the  albumin  metalHilism  lie  decreased  without 
the  t)ody  suffering  in  any  of  its  albumin  constituents?  And  yet  every  new 
investigator  in  the  solution  of  this  (piestion  aHempts  io  establish  a  standard 
and  to  prfKdaim  a  still  lower  value  as  the  '"albumin  minimum/*  That  man 
may  exist  with  smaller  cpian titles  of  albumin,  and  \w  capable  of  work,  Voit 
himself  reiidily  determiner!  in  the  analysis  of  metaliolism  in  a  vegetarian  wlio 


14 


ANALYSIS  OF  DISTURBANCES  OF  METABOLISM 


weighed  57  kilograms.  Choosing  his  diet  freely  this  person  consumed,  year 
in,  year  out,  only  54.2  grams  of  albumin  (with  32.4  grams  of  pure  albumin), 
22  grams  of  fat  and  557  grams  of  carbohydrates,  and  maintained  the  same 
body-weight. 

The  investigations  in  metabolism  of  Hirschfeld,  Klemperer,  Peschel, 
Kumagawa,  Breisacher,  and  lately  also  of  Siven  and  Albu,  give  even  smaller 
values  as  the  albumin  minimum.  The  following  table  is  a  comparative  com- 
pilation of  the  food  values  with  which  individual  persons  experimented  upon 
were  able  to  maintain  their  N-equilibrium. 

Table  II 


Author. 

Bodv 
weight. 

Albumin. 

Albumin 
perkgm. 

Large  calories 
per  kgm. 

Duration 
of  trial. 

Hirschfeld 

73.0 
63.0 
65.0 
79.5 
48.0 
67.0 
57.0 
58.9 
37.5 

35.4 
25.1 
26.6 
34.2 
37.8 
32.4 
51.4 
28.3 
43.13 

0.485 

0.400 

0.41 

0.43 

0.788 

0.570 

0.900 

0.48 

0.90 

47.4 
80.0 
77.2 
47.1 
51.6 
47.5 
50.3 
41.4 
37.32 

8  days 
8    " 

iClemoerer  I 

Klemoerer  II 

8    " 

Peschel 

Kumagawa 

8  " 

9  " 

Voit 

Usual  diet 

Breisacher 

80  days 
Iday 
5  days 

Siven 

Albu    

The  albumin  interchange  in  the  professional  fasters,  Cetti  and  Breithaupt 
(calculated  from  the  N-figures  of  the  urine  by  multiplying  by  6.25),  gave 
on  the  other  hand :  ^ 


Cetti. 

Brbithaupt. 

First  day  of  starvation 

95.3  grams  albumin 

79.3  •* 
82.7      " 
78.1       " 

67.4  " 

63.0  " 

68.6  ** 

56.1  *♦ 

68.2  "            " 

59.7  " 

63.1  grams  albumin 
62.5      " 

Second    " 

u 

Third       " 

i( 

83.7      "           " 

Fourth    " 

(i 

80.5      "            •• 

Fifth 

« 

68.9      •*            '• 

Sixth 

l» 

62.2      "            ** 

Seventh  " 

4i 

Eighth    " 
Ninth      " 

ti 

(( 

Tenth      " 

(( 

There  fore,  it  is  evident  from  the  tal)le  that  with  a  sufficient  calory  admin- 
istration in  food  products  free  of  nitrogen  the  albumin  requirement  may  fall 
far  helow  118  grams,  and  even  below  the  metabolism  under  complete  with- 
drawal of  food. 

Theoretically  tin's  fact,  determined  l)y  such  numerous,  painstaking  inves- 
tigations, is  of  the  greatest  scienlifie  interest.  But  caution  has  been  quite 
properly  enjoined  u])on  us  not  to  draw  far-reaching  coiK^lusions  from  such 


1  '*  l'nt<Tsuc]mn^cn   an   zwei   hungtTiKU'n   Mcnschen."      ^  irchoic's  Arch.,  vol.   cxxxi, 
Suppl.-IIpft,  pp.  21  u.  (>vS. 
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Wief  investigations  of  the  practical  laws  of  nutrition.  Wc  need  not,  with 
PHiiger,  asLsign  to  albumin  a  pre-oniiueut  importance  "as  the  only  and  imme- 
diate source  of  muscular  power,''  but,  for  the  permanent  nutrition  of  the 
healthy  and  the  sick,  we  must  still  insist  upon  greater  amouiit^s  of  albumin 
than  proved  sullicient  to  maintain  the  alijumin  condition  of  tlie  \mAy  in  the 
esiXTimcnts  alwAe  eittxi. 

In  fact  it  is  hardly  possible  to  transfer  the  conditions  of  an  experiment 
to  practice,  and  to  tind  a  diet  that  will  give  a  sufficient  degree  of  energy  to 
the  t>ody,  that  will  agree,  that  will  continuously  be  palatable  and  can  l>e 
digested,  yet  will  contain  such  slight  HMiounts  of  albumin  as  were,  for  exam- 
pie,  present  in  the  experiments  of  Siven. 

This,  however,  may  be  seen  from  all  of  the  previously  mentioned  experi- 
ments— that  the  N-etjuilibrium  can  only  he  maintained  on  such  a  low  proteid 
diet  when  we  have  a  sufficient  calory  supply.  In  most  cxpt^riments  the  calory 
value  of  the  food  reaches  the  amount  which  Voit  re(|ijire;'s  for  the  *'  medium 
worker**  (with  nine  to  ten  hours'  daily  lalw^r),  although  the  persons  experi- 
mented upon  did  not  perform  very  laborious  work ;  in  a  few  experiments 
it  decidedly  exceeds  this  amount. 

Therefore,  only  with  a  superfluous  calory  administration  can  the  albumin 
metabolism  be  diminished  to  such  slight  values. 

The  calory  carriers,  carbohydrates  and  fat,  are  therefore  albumin  mvers, 
and  for  practical  nutrition  this  is  perhaps  the  most  important  conclusion  of 
these  investigations  regarding  the  albumin  niinimym. 


E.    THE  REQUTREMEMTS  FOR  ALBUMTH  DEPOSITION 

According  to  Voit's  law,  the  addition  of  albumin  to  a  diet  already  sutTi- 
cient  increases  albumin  metabolism  to  such  an  extent  that  after  a  few  days 
N-equilibriura  is  again  reached,  yet  no  decided  accumulation  of  albumin 
occurs.  But  we  should  note  here  in  the  increase  of  the  energy  value  of  the 
food  by  the  addition  of  fats  and  carbohydrates  a  process  to  dtnunish  albumin 
metabolism,  so  that  when  alfjumin  administration  renuiins  the  same,  albumin 
€leposition  must  bt>  the  consetiuente.  This  gives  us  reason  lo  hope  to  increase 
the  body  albumin  by  forced  feeding. 

Unfortunately  the  energ)-  supply  contained  in  the  superfluous  food  which 
is  utilized  in  albumin  deposition  is  not  very  great,  as  is  shown  by  Volt's 
investigations  in  the  dog.  With  the  addition  of  carl )obyd rates  upon  an  aver- 
age 9L5  per  cent.,  and  with  the  addition  of  fats  upon  an  average  95  per 
cent,  of  the  superfluous  potential  energy  accumulates  in  the  form  of  fat,  and 
only  ft. 5  (or  in  fact  only  5  per  cent,)  in  the  form  of  allmmin.  In  man 
according  to  the  investigations  of  v.  Noorden,*  at  most  10  per  cent,  of  the 
supertiuous  energy  supply  is  utilized  to  store  up  allnimin  in  the  bculy. 

The  experiments  of  Krug^  upon  himself,  under  v.  Noorden*s  direction, 

1  r.  yoord^n,  "  Verhandlung.  der  phjsiot  Geselachaft/*  im  Arth.  f.  Anat.  u*  Phy^i- 
ogie,  1893. 

2  Kntfff  *'  Ve\H*r  FIoiHchnue^t  liciin  Mensclien/*  %\  Noorden'u  B^itrsige  z.  "  Lehre  vom 
Sloffwecrisel."  Heft  2. 
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have  shown,  however,  that  a  slight  accumulation  of  albumin  day  by  day  can 
be  attained  by  giving  a  food  of  high  calory  value  for  a  long  time.  With  food 
which  differed  from  that  of  the  prior  period  (when  he  was  in  N-equilibriiim) 
by  an  increase  of  1,710  calories,  albumin  remaining  the  same,  Krug  retained 
decided  X-amounts  (a  total  of  about  50  grams  in  fifteen  days)  and,  what  is 
remarkable,  the  gain  during  the  last  of  the  fifteen  days  of  forced  feeding 
equalled  that  of  the  first  days. 

Liithje  ^  has  lately  obtained  still  larger  N-retention  in  his  forced  feeding 
experiments  in  which  he  increased  the  total  energy  administration  of  the 
food,  like  Krug,  and  also  raised  the  quantity  of  albumin  decidedly  above  the 
requirement  (albumin  administration  up  to  380  grams  with  6,035  calories). 
The  total  retention  in  twenty-six  days  amounted  to  149.61  grams  of  N. 

This  decided  X-retention  within  a  short  time,  even  more  than  the  small 
values  formerly  obtained,  raised  doubts  as  to  whether  the  N  retained  in  the 
body  actually  indicated  a  gain  in  "  flesh." 

Voit  has  never  regarded  tbe  N-retention  obtained  by  forced  feeding  as  an 
increase  of  "  organic  albumin " ;  he  held  the  view  that  the  albumin  saved 
under  the  influence  of  nutrition  remained  in  the  circulation  until  it  was 
changed  into  organic  albumin  by  the  slow  production  of  new  tissue.  As, 
however,  under  the  influence  of  hypernutrition,  the  plasma  of  blood  and 
lymph  does  not,  so  far  as  we  know,  become  richer  in  albumin,  v.  Xoordcn 
proposed  the  hypothesis  that  the  albumin  which  is  saved,  and  not  yet  utilized 
for  the  structure  of  new  tissue,  is  retained  as  a  dead  mass  in  the  living  proto- 
plasm of  the  cells,  analogous  to  the  superfluous  glycogen  and  fat,  remaining 
there  as  "  reserve  albumin,"  though  with  decidedly  different  conditions  of  de- 
composition than  are  present  in  organic  albumin.  Correspondingly,  he 
draws  a  sharp  distinction  between  increase  of  "  reserve  albumin "  and  in- 
crease of  muscle  (by  which  he  understands  the  increase  of  living  cell  albumin). 
He  believes  the  latter  to  be  a  result  of  the  sj)ecific  growth  energy  of  the  cells, 
a  function  of  cellular  labor,  and  not  a  result  of  extra  nutrition  since,  as  we 
have  seen,  hypernutrition  increases  only  the  reserve  albumin. 

This  hypothesis  of  v.  Noorden's  is  not  in  agreement  with  Pfliiger's  *  view 
regarding  the  meaning  of  the  reserved  and  deposited  albumin.  In  the  latter's 
numerous  publications  on  the  subject,  he  maintained  that  the  accumulated 
albumin  is  soon  deposited  as  cell  substance  in  the  bmly  of  the  animal,  and 
therefore  at  once  takes  a  prominent  ])art  in  the  total  metabolism.  Pfliiger 
does  not  regard  it  as  a  dead  coll  inclusion,  but  as  a  "  working  mass,"  and  he 
also  thus  explains  the  increase  of  albumin  metabolism  which*  occurs  after 
proteid  administration  as  an  increase  of  the  *' working  cell  substance,"  upon 
the  amount  of  which,  in  his  opini(m,  the  total  metabolism  is  directly  de- 
pendent. 


I  Liithjr,  Beitrii^e  zur  '"  Koiintiiiss  ilos  Eiwcissslon'woclisols."  Zcitschr.  f,  klin, 
Mrd.,  xliv,  p.  21. 

'  PfUigcr.  Arrh.  f.  d.  gc/t.  Phjfs.,  Bd.  lii,  p.  1.  *•  rchcr  cini^jrc  ri«»s(»tze  dos  Eiweiss- 
stofTwc'clisol.s,"  IW.  liv,  p.  .33.S.  *'  I'dwr  den  Kinlluss,  wclchni  ^Icu^p  und  Art  der 
Xahnin^  auf  dio  (inJsso  drs  Stolfwechsels  und  der  LcistungsfUhigkeit  austtben." 
Pfliiger* a  Srch,,  Bd.  Ixxvii,  p.  426. 
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But  the  enormous  amount  of  N-retention  in  the  forced  ieeiVmg  investi- 
gallons  of  Liithje  makes  us  hei^itate  to  helieve  that  the  total  amount  of 
nitrogen  retained  is  really  deposited  as  **  albumin,'^  especially  as  we  should  be 
forc^  to  assume  at  the  same  time  that  the  reserved  albumin  is  deposited 
together  with  a  quantity  of  water,  sueli  as  corresponds  to  the  usual  relation 
between  albumin  and  water  in  the  cellular  elements  of  the  body  (one  gram 
of  N  =^  6.25  grams,  albumin  ==  23 A  grams  of  flesh). 

According  to  this  we  slionid  have  to  suppose  that  the  N-retention  of 
149,fil  grams  X,  which  was  attained  by  Liithjc  within  twenty-six  days,  corre- 
sprndtnl  to  an  albumin  deposition  of  935. U<]  grams  of  alliumin,  or  a  flesh 
tleposition  of  4,31)8.53  grams.  The  increase  in  the  body-weight  of  the  person 
experimented  on  amounted  to  6,070  grams  during  this  time.  If  we  estimate 
the  flesh  acenmiilation  from  the  N-retention,  more  than  two-thirds  of  the 
increase  in  bfMJy-weight  (4,398  grams)  must  have  be<?n  due  to  tlesh  deposi- 
tion. The  considerable  calory  excess  contained  in  the  administration  of  food 
ID  the  days  in  question  certainly  must  have  resulted  in  a  deposition  of  fat. 
The  amount  of  this  Liithje  calculates  in  the  usual  manner:  from  the  total 
calory  excess  during  the  entire  period  (""^^JL^fi  calories)  he  deducts  the  calory 
value  of  the  albumin  which  has  accumulated  {t)35J>6  X  4,1),  i.  e,,  in  round 
number  3,838  c-aloriei*,  and  the  remainder,  amounting  to  25.818  cah> 
ries,  is  aserilied  to  fat  accumulation.  Twenty-seven  hundred  and  seventy-six 
grams  of  fat  correspond  to  this  energy  value.  The  flesli  accumulation  of 
4,398  grams,  and  a  simultaneous  fat  deposition  of  2,776  grams  coincide 
very  imperfectly  with  an  increase  in  weight  of  only  ilfilO  grams.  This  may, 
however,  he  readily  explained  by  the  assumption  that  the  body  during  tlie 
masting  period  lost  a  weight  of  water,  corre,sf*onding  to  the  dilTerenee  (1J04 
grams). 

In  the  feeding  experiments  of  Krug,  the  same  difference  was  note^l. 
With  an  increase  in  weight  of  only  3,100  grams,  the  albumin  accumulation  of 
1,455  grams  calculated  from  the  retained  N,  and  the  fat  accumulation  from 
the  calor)*  excess  after  dwluetiug  the  ali>umin  calory,  amounted  to  2,254 
grams.  Krug  assumed  without  more  ado  that  the  body  lost  609  grams  of 
water. 

This  assumption  is  certainly  justifiable,  and  a  decrease  in  water  during 
forced  feeding  appears  quite  plausilile  if  we  rememlier  that  each  increase  of 
the  allmmm  metak>lism  (for  example,  by  a  large  albumin  meal)  is  soon  fol- 
IowchI  by  a  decided  excretion  of  water. 

In  my  opinion  the  assumption  of  so  large  a  loss  of  water  is,  however,  unnec- 
essary. In  the  previously  mentioned  calculations,  we  have  alwavs  procL^ded 
on  the  assumption  that  the  total  calory  excess  of  the  f(X>d  not  use<l  to  store 
up  albumin  must  be  utilized  in  fat  formation.  It  has^  however,  not  been  con- 
sidered that  an  excess  of  food  also  invariably  increases  the  total  metabolism, 
and,  it  may  now  l>e  supposed,  increases  this  out  of  proportion  to  the  intestinal 
labor.  A  true  luxury  consumption  of  non-nitrogenous  food  substances  takes 
place.  Only  a  portion  of  the  superfluous  food  energy  is  utilized  in  accumu- 
lation; in  man  another  portion,  probably  showing  individual  variation,  under- 
goefl  combustion,  and  is  utilized  in  heat  production,  the  organism  replying 


18  ANALYSIS  OF  DISTURBANCES  OF  METABOLISM 

to  this  increase  by  an  increased  excretion  of  vapor.  In  the  investigations  in 
forced  feeding,  the  fat  accumulation,  which  can  only  be  controlled  by  an 
accurate  estimation  of  the  carbon  balance,  may  also  be  less  than  authors  have 
assumed,  judging  by  the  caloric  excess  in  the  food. 

In  such  a  profuse  N-retention,  the  supposition  that  the  accumulalion  of 
nitrogen-containing  end  products  of  albumin  metabolism  may  play  a  role 
appears  to  be  quite  unwarranted  for  the  reason  that  there  are  no  sufficient 
proofs  that  N-containing  products  of  intermediary  albumin  metabolism  re- 
main as  such  in  large  quantities  in  the  body  of  the  healthy.  The  view  is 
much  more  likely  that  the  N"  is  retained  as  albumin,  and  that  this  albumin 
(as  a  native  molecule,  however,  and  without  a  corresponding  participation  of 
water)  enters  the  cell.  As  evidence  of  this  Liithje  points  to  the  observation 
that  in  certain  snails  albumin  is  found  included  in  the  cells  in  a  crystalline 
form. 

It  seems  to  me,  however,  that  there  is  one  phenomenon — which  appears,  so 
far  as  I  am  aware,  in  all  investigations  regarding  albumin  accumulation  if  the 
analyses  in  question  are  carried  out — and  which  goes  to  show  that  the  albu- 
min accumulated  in  the  protoplasm  of  the  cells  increases  and  rejuvenates  it 
while  assimilating  itself  with  the  general  cell  albumin.  I  refer  to  the  simul- 
taneous retention  of  phosphorus  when  N  is  retained,  and  its  increased  excre- 
tion (as  P2O5)  during  albumin  decrease.  This  is  shown  in  the  investigations 
of  Kayser,  and  of  Jacob  and  Bergell.  It  may  be  recognized  also  in  Luthje's 
metabolism  figures,  and  only  lately  Kaufmann  has  called  attention  to  the 
decided  phosphorus  retention  which  he  observed  during  albumin  accumulation 
in  feeding  with  egg  albumin.  The  fact  that  any  phosphorus  containing  albu- 
min body  especially  favors  albumin  accumulation  (as  was  shown  by  Rohmann 
and  his  pupils,  and  also  by  Zuntz  and  Caspar!)  favors  this  view. 

Quite  an  analogous  N-retention  (which  probably  no  one  will  doubt  means 
an  albumin  accumulation)  Rost  ^  has  observed  in  his  metabolism  control 
experiments  in  growing  animals. 

The  amounts  of  nitrogen  of  the  food  which  were  not  excreted  in  the  urine 
and  feces  of  three  young  dogs  were  decidedly  greater  tlian  could  bo  accounted 
for  by  the  increase  of  body-weight,  if  the  ^-accumulation  wore  reckoned  in 
the  formation  of  muscle  albumin.  Therefore,  as  in  the  investigations  of 
Liithje,  either  a  loss  of  water  occurred  or  the  retained  nitrogen  was  utilized 
to  build  up  a  cell  protoplasm  with  higher  nitrogen  contents  than  are  found  in 
muscular  substance. 

When  it  became  necessary,  in  forced  feeding  experiments  in  animals  with 
meat  free  of  fat,  to  promulgate  a  formula  for  the  N-accumulation  (Pfliiger, 
Cremer)  certain  difficulties  naturally  arose.  The  amount  of  carbon  retained 
in  the  organs  was  greater  in  comparison  with  the  nitrogen  than  would  corre- 
spond to  the  composition  of  albumin. 

If,  with  Pfliiger,  we  reject  the  possibility  of  a  fat  formation  from  albu- 
min, although  accepted  by  Voit's  adherents,  we  must  be  content  with  assum- 

1  Rost,  "  Zur  Kenntnias  des  Stoffwochsels  wachsender  Hunde."  VeroffcntUchungen 
des  kaiserl.  Oesundheitaamtea,  Bd.  xviii,  p.  206. 
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ing  an  "  unkno^m  tissuc-buUding  siibstance,"  and  rufiT  tlie  X-retention  to  its 
aceumulatiuQ. 

Nn  matter  in  what  form  the  Bitro^eii  aconmiiktes  in  the  l>n<1y  in  fnroed 
feecling,  all  authors  8<3eoi  to  Ijc  unanimous^  in  the  opinino  that  the  organism 
receives  a  valuable  addition. 

For  this  reason,  we  shall  enumerate  again  the  methods  which  lead  to  an 
increasio  of  the  txxly  albumin. 

We  see  N-retention  without  any  increase  in  the  administration  of 
nitrogenous  foods  when  we  give  a  calory  excess  of  N-free  substances  (Krug), 
and  a  still  more  decided  N -accumulation  when  the  fr)od  contains  both  an 
exeeas«ive  ealor}^  value  and  an  excess  of  albumin  (LiUhje). 

That  an  ejcccKs  of  albumin  filorte  m  an  adult  bcidthy  person  without  de- 
cidinl  increase  of  the  albumin-saving  fats  and  carlwhydnites  could  bring  about 
an  albumin  accumulation  (apart  from  the  slight  X-reteution  in  the  first 
days,  until  N-e<:iuilibrium  is  attained)  has  been  looked  upon  as  impossible, 
according  to  Voit'*;  principles.  Only  special  circumstances  (growth,  con- 
valescence, diminution  in  hydy  albuTuin  from  prectxling  starvation)  would 
make  it  possible  permanently  to  accumulate  albumin  in  this  way. 

Bomsiein,'  however,  lately  showed  in  an  experiment  on  himself  that  it 
is  possible  in  man  by  an  increased  administration  of  albumin  alone  to  produce  a 
limited  increase  of  the  alburuin  contents  of  ibe  body.  Hy  adding  to  his  diet 
50  grams  of  nutrose  daily  he  accumulated  in  fourteen  days  IG  granii?  of 
N  =  100  gram^  of  albumin,  just  as,  in  Ptliiger's  experiments  in  feeding  adult 
animals  (dog  and  cat)  with  fat-fret^  meat,  a  decided  increase  in  weight  was 
produced  by  flesh  deposition.  And  as  IMliiger  looks  ii]>on  the  increase  of  the 
albumin  mass  of  the  body  a.s  an  increase  of  power,  so  Bornstein  looks  upon 
the  N-accumulation  as  a  sign  of  a  previously  sub-standard  value  of  his  mus- 
cular and  albumin  apparatus,  which  was  tlien  improved  by  a  deposition  of 
albumin. 

It  is  an  interesting  fact  that  stock  raisers^  to-day  also  believe  it  possible 
to  bring  about  a  production  of  ffesk,  in  a  restricted  sense  of  the  word  and 
under  certain  circumstances,  in  adult  animals  to  a  more  decided  extent  than 
was  formerly  thought  jK)ssible.  They  regard  an  increased  accumulation  of 
albumin  in  the  body  of  the  adult  animal  a.s  decidedly  improving  the  quality 
of  the  meat — an  improvement  which  does  not  depend  upon  an  increase  in 
muscle  bulk  or  new  formation  of  muscle  fibers^  but  is  due  to  an  increase 
of  the  juices  in  which  the  muscular  TiIhts  are  bathed. 

For  the  physician  these  views  regarding  muscle  food  are  very  interesting, 
inasmuch  as  it  is  often  necessary  for  him  to  treat  persons  below  par  in  their 
muscular  activity.  In  cases  in  which  a  further  accumulation  of  fat  is  never 
desirable  (anemia,  neurasthenia,  etc),  Bornstein\s  advice  to  adopt  forctnl 
feeding  with  a  decided  addition  of  albumin  is  certainly  worthy  of  considera- 


1  Bom*imn^  '*  Ueber  die  Mdglichkcit  der  Eii^^issniast,**    Berliner  kUn*  Wochensohr,, 
1898,  vol.  U.  p.  70L 

1  Ucnnebcrg  und  Pfeiffer,  Journal  f.  Landtcirthschaft,  Bd»  xxxviii. 
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tion.  It  increases  the  albumin  contents  of  the  body,  and  also  the  albumin 
decomposition.  We  know  that  a  man  called  on  to  perform  work  beyond  the 
usual  amount  always  prefers  a  diet  rich  in  albumin  (the  average  albumin 
metabolism  in  athletes  is  about  200  grams  of  albumin)  ^  and  this  coincides 
perfectly  with  the  views  of  Pfliiger  that,  "  increased  albumin  decomposition  is 
combined  with  that  increased  vitality  which  in  the  struggle  for  existence  gains 
the  victory."  ^ 

More  exact  and  recent  investigations  in  metabolism  show  that  the  general 
tendency  of  working  organs  to  attract  albumin  and  to  retain  it  for  their 
growth  is  seen  in  the  highest  degree  in  the  muscles.  Caspari '  studied  a  dog 
that,  with  a  certain  diet,  was  in  N-equilibrium,  yet,  with  precisely  the  same 
food,  continuous  N-accumulation  occurred  when  the  dog  was  daily  subjected 
to  considerable  muscular  exertion.  Bornstein*  was  able  to  show  that  the 
accumulation  of  albumin  attained  by  him  with  the  addition  of  a  larger 
amount  of  albumin  to  an  already  sufficient  diet  could  even  be  increased  by 
daily  muscular  exercise  in  moderation  (without  work  about  16  per  cent,  of 
what  is  ingested  is  accumulated ;  with  moderate  labor  about  22  per  cent.).  He 
therefore  speaks  of  a  true  labor  hypertrophy  of  the  muscles,  and  the  investi- 
gations in  metabolism  carried  out  upon  a  large  scale  by  Atwater  and  Bene- 
dict ^  confirm  this  view.  Witliout  increasing  the  nitrogenous  food  of  their 
experimental  persons  during  -the  period  of  lal)or,  they  produced  an  accumu- 
lation in  albumin  (in  contrast  to  an  N-loss  in  the  period  of  rest),  although  in 
the  period  of  labor  the  additional  calories  were  given  wholly  in  the  form  of 
carbohydrates  without  any  additional  albumin. 

It  is  of  course  obvious  that  this  labor  hypertrophy  has  its  limits.  Even 
with  continuous  muscular  work,  an  increase  of  albumin  in  the  food,  which 
is  also  limited  by  the  person's  digestive  capacity,  will  not  force  a  continuous 
accumulation  of  muscle.  A  condition  of  equilibrium  is  attained  in  which, 
however,  the  body  now  controls  more  organic  working  albumin  than  formerly, 
and  ])ossesses  increased  vitality. 

For  the  treatment  of  the  cases  (constantly  multiplying  in  our  time)  in 
which  diniinisliod  capacity  for  work  is  one  of  the  most  prominent  symptoms, 
these  new  studies  in  metabolism  contain  the  most  valuable  hints.  For  who 
will  maintain  tliat  every  patient  who  comes  to  us  with  a  body-weight  corre- 
sponding to  his  age  and  his  size  controls  an  amount  of  the  organic  substances 
used  in  metabolism  which  corresponds  to  his  maximum  or  even  to  his 
optimum? 

With  the  recognition  that  we  can  build  flesh  by  the  simple  addition  of 
albumin  to  the  food  (a  point  on  which  Pfliiger's  views  and  Voit's  teachings 

1  Lichtcnfcldt,  "  VvheT  <1.  XiihrstofTbodarf  b.  Traininj^.'*  Pfliiger^a  Arch.,  Bd.  Ixxxvi, 
p.  177. 

a  Pfliiijrrs  Arch.  f.  <L  fjCH.  Phifsiol.,  IM.  li.  p.  310. 

3  (UisjHiri,  "  I't'lHT  Eiwoissunisatz  uiid  Ansatz  bci  Muakclarbeit."  PflUger's  Arch., 
Bd.  Ixxxiii.  p.  (mOO. 

^  liornHtrin,  *'  Kiwcissma.st  und  Muskclarhoit.''     P/Iiiff<T\9  Arch.,  Kd.  Ixxxv,  iii,  p.  540. 

^  Atuntcr  and  Prncdict,  "  Kxporimcnts  on  tho  niehil)olisni  of  matter  and  energy 
in  the  liunian  body."    Washington,  1800.     Quoted  by  Caspari,  loc.  ct7.,  p.  639. 
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are  sharply  contrasted),  the  saving  of  albumin  Ity  a  sufverfluous  calory  addi- 
tion is  not  divested  of  it^s  therapeutic  importance.  W!iere  a  simnltaneous 
aceimiulation  of  fat  is  not  unde>irabk\  this  high  calory  diet  will,  as  a  rule, 
be  the  easiest  way  of  aceu  mil  biting  albumin.  But  here  we  should  always 
rememljer  that  muscular  work  h  an  important  auxiliary  means  of  fixing  the 
retain<xl  albumin  in  tbe  organs  of  the  body,  and  that  a  simultaneous  high- 
prof  eid  diet  k  not  ^superfluous  or  even  uunc*cessary.  (Sih3  the  considerable 
albnmm  accumulation  in  the  investigations  of  Liithje, ) 

That  it  h  not  immaterial  in  Baving  allnnuin  whether  the  calory  surplus  is 
brought  about  by  fat  or  carbohyilrate;?  in  the  food  was  shoi^Ti  long  ago  by 
the  investigations  of  Voit  and  Kubiier.  Clinical  researches  in  metabolism 
have  confirmed  this.  In  Kayser's  *  researches  albumin  was  lost  when  he 
rcplaec»d  the  carl>nhyd rates  by  an  isodynamic  amount  of  fat,  and  Talbjuist  ^ 
also  demonstrated  that  the  carliohyrlratcs  were  capable  in  a  higher  degree  than 
fat  of  protecting  the  albumin  of  the  liody  from  loi^s. 

To  understand  these  differences,  which  apparently  cannot  be  reconciled 
with  the  laws  of  isodynamies,  it  is  well  to  remember  the  experiuients  of  Uubncr, 
according  to  which  tlu'  different  food  stuffs  (in  espial  excess)  increase  the 
interchange  of  energy  very  dilTerently  because  they  are  utilized  in  quite  vary- 
ing amounts,  the  fats  undergoing  combustion  in  metabolism,  les43  so  than  the 
carl>ohydrates. 

In  the  practical  therapy  of  nutrition  tliis  preponderance  of  the  carbo- 
hydrates in  comparison  witli  the  hiU  as  albumin  siivert*  must  not  permit  us 
to  abstain  from  the  plentiful  use  of  fat  for  the  purpose  of  saving  albumin, 
especially  in  those  casa^  in  which  carbcjbyd rates  are  not  allowed,  i.  e.,  in 
dialx^tes.  And  since  we  see  here  that  with  an' exclusive  albumin  fat  diet 
(without  immoderate  excess  of  albumin)  diabetics  are  able  to  preserve  their 
albumin  condilion  with  a  relatively  slight  administration  of  fat  calories,  we 
might  almost  believe  that  the  fats  under  certain  circumstances  may  almost 
equal  the  cart^ohyd  rates  in  their  album  in-saving  etTect.  In  the  very  plentiful 
UBe  made  of  fat  in  modem  dietetics  we  see  further  evidence  of  this. 


THE   FOOD   REQUIREMENT  OF  THE  SICK 

For  all  physicians  a  fair  cornprehensinu  of  the  total  f<>od  re<|uirement  of 
the  diseased  organism  is  the  bc-st  foundation  in  prescribing  a  suitalilc  diet. 
lodem  nutritive  therapy  no  longer  limits  itself  to  the  prohibition  of  this  or 
that  food.  It  express<es  positive  opinions  in  ordering  the  diet,  both  as  regards 
he  nature  and  the  quantity  of  the  food. 

Only  in  diseases  which  run  a  rapid  course  may  the  amount  of  fnml  con- 
fiumed  l>e  for  the  time  disregarded.     Here  real  starvation  may  be  nece-sary  on 

J  Kapgn;  *•  Ueber  dip  BczieJinnpen  von  Fett  und  Kotilehydmt^n  mm  Kiweisstimsate 
Menschen.*'    OUb,,  Berlm.  1^93. 
iTaltquijit,  **  Zur  Fnigo  de*i  KintliiR'ies  von  Fett  imd  Kohleliydrat^n  auf  den  Ejweig^- 
UttiMtx  de«  ^lenwhm/'    .ire*,  f.  Hi/giene,  Dd.  xli,  p.  177, 
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account  of  the  altered  functions  of  the  stomach  and  intestines,  and  we  may 
make  up  our  minds  regarding  the  quantity  and  choice  of  the  food,  quite  inde- 
pendently of  the  actual  food  requirements  of  the  body. 

In  convalescence  from  such  maladies  and  in  all  protracted  diseases,  how- 
ever, the  quantity  of  the  food  is  important.  A  proper  appreciation  of  this 
in  the  dietetic  treatment  of  chronic  diseases  will  give  the  physician  his  best 
results. 

The  appetite  which  normally  regulates  the  quantity  of  nourishment  in- 
gested, so  that  metabolism  is  always  exactly  covered  in  spite  of  all  variations 
in  regard  to  amount,  is  no  measure  for  the  amount  of  food  required  by  the 
sick.  Appetite  is  no  guide  when  wasting  diseases  increase  the  food  require- 
ment of  the  body;  appetite  is  equally  deceptive  when  excessive  corpulence 
makes  it  imperative  to  bring  about  a  reduction  of  the  body- weight. 

Only  an  exact  knowledge  of  the  amount  of  total  energy  metabolism,  the 
sum  of  the  energy  which  the  body  requires  and  utilizes  in  the  special  case, 
is  a  guide  to  the  physician  for  his  dietetic  orders  in  respect  to  quantity. 

THE  DEGREE  OF  OXIDATION 

Regarding  the  degree  of  metabolism  in  disease,  clinical  researches  in  the 
last  few  decades  have  given  us  definite  figures. 

Without  a  knowledge  of  the  amount  of  nourishment  consumed,  and  with- 
out a  proper  consideration  of  the  energy  values  contained  in  it,  mere  observa- 
tion at  the  bedside,  and  the  analysis  of  the  excretions  in  the  urine  exclusively, 
have  frequently  led  to  entirely  erroneous  conclusions.  French  literature  re- 
garding azoturia,  and  the  writings  of  Bouchard  regarding  the  slowing  of 
metabolism,  contain  numerous  examples  of  this  fallacy.  Increase  or  slowing 
of  metabolism  had  been  frequently  assumed  in  cases  in  which  later  control 
experiments  in  metabolism  proved  the  contrary.  When  the  exact  methods  of 
the  German  physiological  schools  (Voit,  Pfiiiger,  Zuntz)  were  employed  in 
the  analysis  of  the  processes  of  metabolism  in  the  diseased  organism  the  for- 
mer conclusions  were  reversed.  In  spite  of  this,  we  cannot  yet  claim  clear 
insight  into  many  pathologic  conditions,  but  we  may  nevertheless  say  that 
many  deeply  rooted  errors  have  been  corrected  by  the  methodic  quantitative 
labors  of  our  clinics. 

Metabolism  in  the  normal  human  adult,  in  complete  rest,  amounts  to 
about  one  calory  per  kilogram  of  body- weight  and  per  hour ;  therefore  with  a 
weight  of  70  kilograms,  in  twenty- four  hours  it  is  1,680  calories  (=24 
calories  per  kilogram).  Even  with  the  ordinary  exertion  of  daily  life  a 
decided  increase  occurs  (from  about  2,450  to  3,000  calories,  i.e.,  35  to  42 
calories  jKjr  kilogram).  Increased  ingestion  of  food,  bodily  exercise  (muscu- 
lar lal)or)  and  the  unavoidable  giving  off  of  heat  while  exercising  are  the 
factors  to  which  this  increase  of  transference  may  be  attributed.  The  amount, 
the  time  limits  and  duration  of  the  increase  of  metabolism  resulting  from 
exercise  in  healthy  persons  have  been  for  this  reason  closely  studied. 

The  hope  that  dilferences  in  the  rate  of  interchange  of  force  in  the  well 
and  the  sick  while  at  rest  could  be  measured  by  the  estimOrted  uitensity  of 
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[ixidation  (Oj  ilecoTnpo>in<m  and  CO^  exerction)  which  cliararterizes  individ- 
ual pathologic  conditions  has  only  hct-n  fulfilled  to  a  slight  degree.  On  the 
other  hand,  later  researches  have  furnished  proofs  that  the  heallhv  and  the 
sick  differ  in  the  reaction  of  their  organism  to  inllucnres  that  increase  metab- 
olism (administration  of  food,  work  performed,  and  the  amount  of  heat 
g^iven  off). 

To  appreciate  these  differences,  the  physiology  of  metabolism  must  Ijo 
briefly  considered. 

The  increase  of  the  processes  of  oxidation  and  of  heat  production,  under 
the  influence  of  the  intake  of  nourish meni,  which  may  be  subjectively  noted 
in  a  certain  feeling  of  warmtfi,  has  been  directly  measured  by  calorimetry. 
The  factors  of  the  re^tpiratory  metabf^lism  have  also  been  indirectly  con- 
trolled- 

If  a  dog's  food  is  increased  upon  three  different  days  to  55  per  cent. 
above  its  previously  dctermineil  calory  ref|uireiiient  hy  administering  iso- 
dynamic  amounts  of  albumin,  fat  and  carbohydrates^  its  eliminaiion  of  heat 
upon  the  albumin  day  rises  19,7  per  cent,,  upon  the  fat  day  (5,8  per  cent., 
and  up^m  the  carbohydrate  day  10.2  per  cent.  (Rubner). 

This  coincides  exactly  with  the  iiguK^s  which  Magnus- Levy  '  obtained  in 
his  numerous  analyses  of  the  interchange  of  gases  after  the  administration 
of  particular  foods;  he  has  referred  to  these  in  his  valuable  dissertation  on 
the  influence  of  nourishment  upon  respiratory  metabolism.  He  also  deter- 
mined that  the  three  principal  food  ]>roducts  increase  CO^  excretion  and  Oj 
consumption  in  verj'  difTerent  degrees.  Tlie  proteids  again  take  the  first 
place;  they  increase  the  intensity  of  oxidation  from  TiO  to  <iO  per  cent.;  then 
follow  the  carbohydrates,  after  the  administration  of  which  the  interchange 
of  gases  is  only  increased  35  per  cent,  above  the  fKiint  reached  when  the  stom- 
ach is  empty:  finally  the  fats,  which,  if  administeri'd  in  amounts  that  do 
not  exceed  the  normal  re<[uirement,  scarcely  increase  the  consumption  of  0, 
in  man  at  all,  and  in  the  dog  increase  it  only  about  10  per  cent. 

Investigations  in  man  with  a  freely  chosen  diet  make  the  increase  of 
metabolism  after  a  meal  very  apparent.  In  the  first  four  haurs  afler  break- 
fast the  Oj  intake,  in  comparison  to  that  in  a  comlition  of  rest,  k  increased 
21,  37,  22  and  10  per  cent.;  in  the  first  five  hours  after  the  midday  meal  36|, 
30,  20,  18  and  18  per  cent.,  and  in  the  first  three  hours  after  the  evening 
meal  33,  31  and  18  per  cent.  According  to  this^  the  increase  of  the  inter- 
change of  gases  for  a  whole  day,  in  const^juence  of  the  administration  of 
fo<-»d,  amounts  to  13  per  cent,  of  the  O^  intake,  and  19 J  pi^r  cent,  of  the  CO^ 

1       excretion. 

I  Hosslin  found  similar  figures  which  are  the  basis  of  Voit's  investigations 

in  metabolism,  and  if  the  body's  re<]uirement  does  not  decidedly  exceed  the 

[       intake  of  nourishment,  we  are  generally  right  in  counting  about  10  per  cent. 

fe       aa  the  increase  of  the  oxidation  processes  due  to  this  cause  (Zuntz). 

That  this  increase  of  o.\idation  is  due  principally  to  the  increased  labor 

i  1  Magmu9-Ltvyt   '*  LVber   die   GrSsae   de«   re»piriitori8chen    Stoffweclisels   uuter    dem 

EinBtiaee  der  Nahruiigsaufanhjiic.*'    I*fliiffrr*a  Arch.,  JkL  Iv,  [k  L 
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of  digestion,  and  that  with  a  superabundant  nourishment  these  increases  in 
metabolism  can  be  pushed  still  further,  was  for  a  long  time  the  predominant 
view  (Zuntz  and  v.  Mering).  Yet  lately  authors  have  come  more  and  more 
to  the  conclusion  that  the  increase  in  the  labor  of  the  digestive  organs  is  not 
sufficient  to  explain  the  heat  production  after  intake  of  nourishment.  Inves- 
tigations on  this  point  have  been  carried  on  in  patients,  and  have  shown 
that  the  increase  in  metabolism  produced  by  the  administration  of  food 
is  very  much  greater  in  some  individuals  than  in  others.  These  results  have 
increased  our  doubts  regarding  the  correctness  of  this  prevalent  opinion  (see 
below). 

Physiologists  have  determined  the  increase  of  metabolism  after  physical 
exertion  even  more  minutely  than  that  following  the  introduction  of  food. 

The  promptness  and  delicacy  of  the  changes  in  the  amount  of  oxidation 
after  muscular  labor  are  almost  astonishing. 

Increase  in  the  peristalsis  of  the  smooth  musculature  of  the  intestine 
after  the  introduction  of  mineral  salts  and  after  the  administration  of  food, 
changes  of  the  mechanism  of  respiration,  unconscious  muscular  effort  in 
strained  positions  of  the  body  or  when  the  temperature  of  the  skin  is  reduced, 
all  of  these  factors  influence  very  notably  the  interchange  of  gases.  Of  course 
a  much  more  striking  variation  becomes  apparent  in  tests  with  muscular  activ- 
ity of  a  type  which  can  be  mechanically  measured. 

Regarding  the  degree  to  which  the  process  of  oxidation  may  be  increased, 
when  the  amount  of  work  is  increased,  Zuntz  and  Katzenstein  have  given  us 
exact  figures.  It  is  an  absolute  law  that  Oj  consumption  and  COj  formation 
increase  with  the  amount  of  muscular  labor.  Accordingly,  the  interchange 
of  gases  is  greater  when  the  individual  is  standing  than  when  he  is  in  the 
recumbent  posture.  The  increase  is  slight  if  the  person  is  standing  in  a  com- 
fortable position;  it  amounts  to  about  20  per  cent,  of  the  "rest  value ^'  if 
the  person  is  standing  erect  as  in  military  drill. 

In  walking  the  consumption  of  products  becomes  from  2  to  4  times  as 
great,  according  to  the  rapidity  of  the  pace;  in  rapid  hill  climbing  it  is  5 
times  as  great  as  the  normal,  and  even  more. 

Proportionally  to  the  interchange  of  gases  the  heat  production  is  increased 
by  work  (in  comparison  to  rest  values),  as  Atwater  and  Benedict  have  deter- 
mined by  direct  calorimetry.  About  two-thirds  of  the  energy  set  free  by 
increased  decomposition  is  utilized  in  heat  production,  and  under  ordinary 
circumstances  only  one-third  in  mechanical  work.  (Under  the  influence  of 
practice  the  utilization  of  energy  for  the  performance  of  labor  may  increase 
just  as  it  diminishes  under  the  influence  of  exhaustion.) 

These  are  the  values  which  have  been  estimated  in  the  healthy.  As  to 
the  way  in  which  labor  increases  the  total  metabolism  in  disease,  and  how 
much  useful  energy  in  the  shape  of  chemical  activity  the  diseased  body  gets 
from  the  increased  decomposition  and  from  the  utilization  of  its  own  muscles, 
only  very  isolated  reports  are  at  hand. 

From  the  reply  to  these  questions,  conclusions  in  regard  to  pathologic 
metabolism  will  inevitably  result. 
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The  question  most  discussed  has  been  whetlier  the  effects  of  coM  and 
heat  decidedly  increa.se  the  processus  of  cornbiistion  in  the  body.  Tlmt  remain- 
ing in  a  cold  atmosphere  produces  a  great  loss  of  heat  will  scarcely  he  doubted, 
and  in  the  endeavor  of  the  body  to  maintain  its  own  temperature  a  decided 
loss  in  heat  in  eonsequence  of  eooling  cannot  l>e  prevent^],  at  any  rate  not 
without  an  increased  eonsumiition  of  its  comhiistihle  material.  The  ques- 
tion ti»  Ik*  chiefly  considered  is,  whether  the  irritation  of  cold  upon  the  sur- 
face of  the  body  produces  chemical  changes  in  the  interior,  and  thus  directly 
increases  the  intensity  of  coTulmstion.  Speck  disputes  this,  and  considers 
that  snme  physical  regulation  is  responsible  for  the  preservation  of  body  tem- 
perature by  limiting  the  loss  of  heat  to  the  sHglitest  amount.  In  his  opinion, 
the  involuntary  muscular  contractions  which  result  as  the  effect  of  cold  arc 
the  cau^  of  the  increase  in  the  interchange  of  gases  which  has  been  observed. 

As  a  matter  of  fact,  Loewy,*  in  his  irnestigations  of  the  intluence  of  cold 
upon  the  respiratory  metabolism,  was  unable  to  determine  an  increase  of  O2 
consumption  in  all  cases  of  intelligent  pers<>ns  who  understood  their  borhly 
functions  and  who  maintained  completely  flaccid  muscles  during  the  investi- 
gations. This  eorresponds  with  the  experience  of  Wolpert,  which  is  of  prac- 
tical importance,  that  **  the  temperature  of  the  air  of  the  work-room,  dnring 
work  within  the  limits  of  5^  i\  and  ^^.^^  C,  exerts  no  especial  influence  upon 
the  degree  of  CO^  excretion,  either  during  rest  or  during  strenuouH  corporeal 
labor/'  (In  contrast  to  tliis  are  the  views  of  Lielx^rmeister,  according  to 
whom  the  heat  loss  from  the  ellect  of  cold  causes  directly  an  increase  of  heat 
production.) 

Regarding  the  increase  of  oxidation  processes  which  are  generated  by  tlie 
action  of  heat  upon  the  body,  when  the  conduction  of  heat  by  evaporation  is 
preventcHi,  we  have  some  interesting  figures  obtained  in  the  experiments  on 
the  respiratory  metalwlism  w!iieh  v.  Mering  had  performed  in  his  clinic  by 
Wintemitz,-  Ijohse/  and  others.  In  eontrast  to  the  decided  increase  of  oxida- 
tion produced  by  the  hot-water  hath,  as  shown  by  these  investigations,  the 
•rfect  of  a  hoi-air  bath  upon  metabolism  is  quite  insignitieant  in  consequence 
of  a  pnimpt  physical  r<?gulation  (sweating)  (Salomon),* 

According  to  the  few  researches  at  hand  (Sehattenfroh,''^  Wolpert  **)  we 
may  assume  that  the  influence  of  heat  and  cold  in  the  metabolism  of  the  sick 
is  quite  different  from  that  in  the  healthy.    In  the  obe^e,  for  example,  at  least 


1  A.  iMttry,  **  Uet>er  den  Einfliuis  der  Abktiblung  auf  dt-n  Gaswectmcl  dc»s  Mt'iischen.*' 
Pfiiiffrr's  Arch.,  ltd.  xJvj.  p.  18SI. 

^  iL  Wintrmitz^  "  Uel»i*r  den  Kinlhiss  heinwr  Biider  auf  den  rL'spiratoriselicn  StolT- 
wech»cl/*  Klin.  Jahrhuch^  18110,  Ikl  vii. — *'  reber  die  Wirkung  ver^chiedeuer  Bilder 
auf  den  (jA»wech«el."     nab,-8i'hrifi,  1IHJ2,  XjOJeTil>iir|^. 

5  huhMc^  *'  Ein  Beitrng^  tut  Lehre  von  dt-r  Einw  irkung  de«  heissen  Bades  aiif  den 
tttensehlichrn  8toffwiK-h^L**     /}i*«..  HjiUis  11)00, 

*  BaUtmtm,  **  lebtT  die  VVirkiin^'  der  Heissluflbilder  und  elektrischen  LJchtbiider." 
ZeiUchr,  f.  ditii.  u.  pHtfsik.  Tfiernp.,  \U.  v.  Heft  3. 

*  Rckattmfroh,  **  ReftpirjitionNver>^ucho  an  einer  fetten  Versuchsperson/*  Arch.  f. 
II)/g,,  Bd.  xxjtviji,  p.  93, 

*  Wolprrt  und  Broden,  "  Respinitori^etie  Arljcitsversuehc  bei  wechaelnder  Luft- 
fouchtigkdt  an  einer  fetten  VersuchK person.**    Arch,  f,  Byg,,  Bd.  xxxix,  p»  208, 
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under  certain  circumstances,  the  regulation  is  quite  different  from  that  in  the 
lean  person.  In  the  latter,  the  greatly  increased  heat  produced  by  hard 
physical  exercise  may  be  completely  removed  by  radiation  and  conduction; 
in  other  words,  by  increasing  the  temperature  of  the  skin,  and  this  is  attained 
by  increased  activity  of ^ the  circulation  of  the  blood.  In  the  obese  this  method 
is  unavailing,  and  the  secretion  of  sweat  must  vicariously  take  the  place  of 
the  insufficiently  active  blood-current.  Even  in  rest  and  in  sleep,  the  obese 
person,  particularly  in  a  very  warm  atmosphere,  throws  oflf  more  moisture  in 
a  humid  atmosphere  than  in  a  dry  one.  As  regards  the  endurance  of  high 
temperatures  the  person  with  great  deposits  of  adipose  tissue  is  easily  over- 
come, even  in  rest,  and  especially  so  on  exertion.  Besides  the  insensible  per- 
spiration which  must  be  counted  in  heat  regulation,  the  obese  loses  greatly 
by  the  sensible  perspiration  which  exudes  from  the  skin,  and  there  is  no  doubt 
that  as  a  result  of  this  his  metabolism  (through  changes  in  the  blood  com- 
position) is  very  different  from  that  of  the  lean  individual  when  exposed  to 
changes  of  temperature. 

The  numerous  and  practical  methods  given  us  by  physiology  for  estimat- 
ing the  degree  of  oxidation  in  health  make  it  obvious  that  pathologic  condi- 
tions should  be  studieil  and  classified  from  the  same  point  of  view:  Is  the 
intensity  of  the  processes  of  combustion  increased  or  diminishedy  or  unaltered? 

It  is  well  known  that  Bouchard  ^  has  described  an  important  group  of 
diseases  (diabetes,  obesity,  gout)  as  the  consequence  of  a  '^  slowing  of  metabo- 
lism/' and  lately  has  extended  the  scope  of  this  disturbance  of  metabolism 
still  further  so  as  to  include  in  this  group  other  pathological  conditions. 

Fonnerly  such  facts  as  the  increased  excretion  in  the  urine  of  incomplete 
products  of  combustion  (uric  acid,  oxalic  acid),  maintenance  of  life  on  a 
lessened  amount  of  food,  the  deposition  of  fat  with  a  normal  intake  of  food, 
decrease  of  body  temperature  at  rest,  etc.,  led  him  to  ascribe  the  condition 
to  a  slowing  of  metabolism.  To-day  he  attributes  to  a  "  slowing  of  metabo- 
lism "  any  disease  which  is  shown  by  statistics  to  occur  frequently  in  asso- 
ciation  with  diabetes,  o])esity,  or  gout,  or  which  he  supposes  to  have  a  genetic 
relationship  with  these  diseases. 

Such  a  division,  justified  perhaps  from  the  standpoint  of  clinical  inves- 
ti»:ation,  has  absolutely  no  foundation  in  exact  quantitative  analyses  of  metabo- 
lism. Where  exact  analyses  have  been  carried  out  we  find  diseases  grouped  in 
an  entirely  diffrrcnt  manner.  In  quite  a  number  of  pathological  conditions 
which  are  to  he  considered  here,  we  have  exact  analytic  data  concerning  the 
intensity  of  the  processes  of  oxidation  and  it  will  be  interesting  to  consider  the 
results  from  this  stan(l])oint. 

1  Hou chard.  "  Troubles  pr^alablcs  de  la  nutrition  in  Traite  de  Pathologic  g6ii#rale," 
Tome  iii,  p.  179. 
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In  the  following  mblo,  the  '*  rest  values  "  for  Oj  consamptioe  and  CO^ 
excretion,  in  various  diseases,  have  been  compiled. 


Fasting  and  Heal  Tultic:  I 

Healthy  IndiridiiiUs  |  ^^^^^'  ' ' 

UealthT  Individuals  ]  ^^-  ' ' 

Healthy  Individuals  |  jt{^""' ' 

Healthy   Man  (average   from  ^ 

41  trials) f  I 

Graves'  DiseAse.. I 


Very  wveTB  oaso . 
ikcute  ^ 


bS6  years  (4  trials). 

,_ J,  24  years.... ' 

Before    Thyreoid-Glaud    Feed- ^ 

ing,  124  kilograms. »  \ 

During  Thyr^oid-filand  Feeilmg. 
Before  Thvre*>id'GlaTid  FeiHling. , 
During  Thy r«oid-G laud  Feedmg, 

Myxedema ! 

After  Tbyreoid-GlaDd  Feeding.! 


Fever:  long-continued 

Second  Wetk  of  Enteric  Fever. 

V  ',t  (inc.) ,.. 

I  ver; 


4.  A 

e.iLaw,*i 

7.IL39.8' 

Phthisis,  Pulm. : 

9.  V.89J* 

20.  \n.  89.2' 

Enteric  Fever: 

U,  IX.  366- 

la  IX.  36,6....... 

Pneumonia; 

28.  VlIL86.r 

Tub.  Palm,: 

m  Vlll.  87.2'... 

22.  VIII.  37.2^ 

teric  tVver  Convaleacence : 

4th  l>«y  of  Convalewence. . . 

13th  Day  of  Convaleseence. . 

3H>t)j  r>ay  of  Convalescence. , 
Enteric  Fever  Convalescence : 

13th  Day  of  Convaleftceocc. . 

85th  Day  of  Convalescence. . 
Pncumonift-Oonvaleacence : 

18th  Day 


permln. 

C.C. 

CO, 

per  min. 

e.a 

3.27 

4.41 
3.:i8 
5,21 
3.«rt 
4.40 

2.88 
3.47 
2.31 
3.64 
3.18 
3.68 

3.89 

2.98 

6.64 

5,31 
4.33 
6. HO 
6.80 
5.55 
6.43 
6.24 

5.46 

4.25 

3.4 

4.68 

5.82 

4.65 

4.84 

4.09 

5.76 
6.41 

4.56 
3.81 

2.31 

1.74 

2,70 
3.!?2 
4.03 

1.98 
3.20 
3.66 

^.9 
5.4 

S.5 
8.8 

4.85 
4.59 
6,25 
5.27 

3.82 

3.6 

5,Q7 

4.84 

6.0 
4.7 

3.6 
8<2 

5.5 
7.8 

4.0 
4.4 

6.8 
5.9 

4.7 
8.8 

5,0 

4.6 

3.0 
3.1 

5.5      1 

8.8 

5.9 

5.3 
4.9 

1.40 
4.90 
5.86 

1,04 
3.93 
5.69 

4.28 

6.05 

4,22 

4.3 

4.33 

3.68 

766 


75 

73 
82 
79 

86 
74 

786 
784 
812 
919 


753 

8 
97 

9H7 

84 

.85 


AcTBoa 


(Gtpperf,     Arch.     f.     ex  p. 
Fttthol..  lid,  xsii,  p.  367. 

Arch.,  m.  xlix. 
f  A'raus,    Zeitselir.     f.     klin. 
MhJ„  Bd.  xviii,  p.  21. 
Mugnus  -  Levy,      Plltlger's 
Arch,,  Bd.  Iv,  p.  23. 


Magnufi-Ln*y,    Zeitschr.   f. 
^     klin.  Med.,  xxxiii,  p.  294. 


Siilre^  Arb.  aus,  d.  si.  Kran- 
\  kuiihaus  Frankfurt  a.  M., 
(      1890,  p.  47. 

}  Thieh  u,  A>An>i^,  Zeitschr. 
f     f.  klin.  Med,,  xxx,  p.  47, 

r  Stuvty  loc.  cit,^  p.  46. 

JMagnuji'  Let^,     D  c  n  t  s  r  b. 
umt  Wuchenschr.,  1^96, 
p.  492. 
at]  5 1  A>aw*,Zeitsichr.  f.klin. 
Fall  6  f     Med.,  iviti,  p,  177, 
Fidl  2. 
Fall  3. 


Ritthus,  p.  240. 


Sftnson^  Zeilschr.  f.  klin. 
Med*«  xxivi,  p.  94 
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DiSBASB. 


per  min. 
c.c. 


CO, 

per  min. 

c.c. 


Respir. 
Quotient. 


Author. 


Diabetes : 

1.  Severe  case 

2.  Very  severe  case 

3.  Very  severe  case 

4.  Mild  case 

5.  Mild  case 

6.  Mild  case 

Diabetes 

Severe  case 

Severe  case 

(Nine -hour  investigation  with 
Hoppe^Seyler^s  respiration-ap- 
paratus with  simultaneous  ad- 
ministration of  food  during 
the  investigation.) 

Anemia,  pernic.  progress 

Chlorosis* 

Chlorosis 

Secondary  Anemia  after  hemor- 
rhage from  hemorrhoids 

Chlorosis 

Chlorosis 

Chlorosis 

Secondary  Anemia 

Pernicious  Anemia 

btvt-rt!  Anemm.. . , 

Sam©  paiient  with  continued  ira- 
provyttient 

Obesitv  I 

Dr,  I>r.  Gow„  94  kilograms 

Frl.  N*,  TO  kilo|n'rtms. 

Fr.  Mai.,  6W.5  kilograms 

Fr.  Sr.,  7<i  kilograms 

Frl.  E.  Kr.,  77  kilograms 

Fr.  Kr.,  88  kilograms 

Frl.  \hu,  107  kilngruins. 

Fr.  Ha,,  111.4  kilograms 

Fr.  Schu.,  133.3  kilograms i 

Hr.  A.  S.,  80.2  kilograms 

Hr.  Mar.,  80  kill. l nuns I 

Hr.  Stab.,fll.5  kilMm;,iM^ 

Hr.  Dr.  IH.^  S)2.T  kil<^giii[ns j 

Hr.  ritt.,  06  kilograms. ' 

Hr.  I).  O.,  109  kilograms | 

Fr.  Eckmann ' 

D.  P 

Aged :  I 

Fr.  Kr.,  75  years 

Fr.  Kl.,  71  years 

Hr.  A.  Kr.,  71  years 1 

Hr.J.K.,  78  years 

Youth :  I 

t^^Ji  2J  years,  11.5  kilograms. . . 
Girl,  6i  years,  18.2  kilograms. . . 
Girl,  20  years,  61  kilograms i 


4.06 
4.54 
3.99 
3.05 
3.04 
3.51 
3.96 
6.23 
5.164 


5.744 


4.53 
5.11 
5.48 

4.58 
3.47 
3.15 
3.38 
4.18 
4.15 
4.26 

3.83 

2.71 

3.33 

3.45 

2.48 

2.94 

3.74 

2.40 

2.88 

2.12 

3.22 

3.48 

2.82 

2.83 

2.41 

2.82 

2.7 

2.8 

4.25 
3.16 
3.42 
2.61 

9.76 
7.42 
8.56 


3.14 

2.97 

2.71 

2.66 

2.31 

2.73 

2.93 

4.425 

3.795 


3.65 


3.22 

3.7 

4.0 

3.45 
2.96 
2.92 
3.29 
3.58 
2.94 
3.6 

3.35 

1.95 
2.34 
2.77 
1.87 
2.39 
2.39 
1.85 
2.31 
1.52 
2.42 
2.83 
2.04 
2.32 
1.87 
2.37 
1.98 
2.26 

3.36 
2.55 
2.70 
2.61 

8.16 
6.04 
2.90 


.77 

.66 

.68 

.73 

.76 

.78 

.74 

.7 

.617 


.64 

.71 
.72 
.727 

.75 

.85 

.92 

.975 

.86 

.70 


.804 

.756 

.812 

.637 

.771 

.802 

.719 

.750 

.814 

.721 

.821 

.777 

.840 

.74 

.81 

.768 
.807 
.79 
.725 

.84 
.81 

.82 


Leo,  Zeitschr.  f.  klin.  Med., 
Bd.  xix,  p.  117. 

StCve,  loc.  eit ,  p.  49. 

Weintraud  und  Laves,  Zeit- 
schr.  f.  phvs.  Chem.,  Bd. 
six,  Heft  6'. 


Fr.  Kraus,  Zeitschr.  f.  klin. 
Med.,  xxii,  p.  49. 


Thiele  u.  JVieAriw^, Zeitschr., 

,     f.  kl 
I      56. 


f.  klin.  Med 


ring,2 
.,  Bd. 


XXX,  p. 


)  Thiele  ii.  Nehring,  loc,  eit, 
f     p.  59. 

/  iftMPnu«-i>vy,  Berliner  klin. 
f     Wochschr.,  1895,  p.  351. 

V.  Noorden,    Lehrbuch,    p. 

f     448. 


Magnus- Levy,  Zeitschrift  f. 
klin.  Med.,  xxxiii,  p.  302. 


\Thiele  u.  Nehring.  loc.  cit. 
\Siuve,  loc.  cit.,  p.  46. 


Maaniis-Let%  Zeitschrift  f . 
klin.  Med.,  xxxiii,  p.  266. 


Maqmis-Levy,  Berlin,  klin. 
\Vochschr.,  1895,  p.  652. 


Among  pathological  conditions  in  which  investigation  of  the  respiratory 
metabolism  has  invariably  shown  an  increase,  Graves'  disease  occupies  the 
first  place. 
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Magnu«-Levy,*  by  \m  many  valiial>Ie  physiological  researches  in  this  realm, 
was  the  first  to  attempt  to  e.stimate  the  factors  of  respiratory  metahoHsm  in 
Graves'  disease  (Basedow's  disease).  He  found  the  0^  intake  and  the  CO.^ 
excretion  decidedly  greater,  even  50  per  cent,  greater,  than  the  rest  values  of 
healthy  individuals.  At  tlie  same  time  his  re.suUs  showed  that  the  admin- 
istration of  thyreoid  extract  in  normal  persons  resulted  in  the  same  increase 
of  the  inlerchange  of  gases. 

These  investigations  also  furnishetl  the  first  experimental  proof  that  there 
are  toxins  in  metal^olism  which  cause  increasfHi  activity  in  the  cells  of  the 
body  during  rest,  and  tliis  discovery  fornislKHl  a  cine  for  the  underslanding  of 
the  disturhance  in  metaholism  observed  in  (braves'  disease  (emaciation.  sw€»at- 
ing,  sensations  of  heat)  as  well  as  the  clinical  symptoms  after  thyreoid  gland 
feeding,  which  are  in  many  points  similar. 

A  year  lR*fnre  this  practical  use  had  ht^m  made  of  the  effects  of  metaholisin 
thus  elucidated,  wlicn  Leichtcnslern  =^  determined  the  at-tual  loss  in  weight  of 
obese  jxTsons  after  thyrcH>id  gland  administration,  and  with  this  inaugurated 
a  medical  treatment  for  ohesity. 

The  quantitative  investigations  in  metabolism  which  followed  the  clinical 
advice  of  I^ichtenstern,  the  loss  of  weight  after  thyreoid  administration,  and 
the  attempts  to  analyze  the  constituents  of  this  h>ss  first  demonstrated  that 
there  Ijs  a  decided  loss  in  proteids  and  water.  But  some  of  the  investigators ' 
soon  obt*erved  that,  even  when  N -equilibrium  was  com  phi  fly  maintained, 
there  was  decided  loss  in  weight  which  could  fjtthf  be  explained  by  loss  of  water 
and  fat.  Analysis  of  the  respiratory  metabolism  showed  an  enormous  increase 
in  the  intensity  of  the  processes  of  oxidation,  ami  thus  confirnuHl  the  clinical 
oljservation  that  in  the  losses  of  weight  which  are  observed  during  thyreoid 
feeding  it  is  particularly  the  IxMly  fat  which  is  subject  to  increasi^d  oxidation. 

But  it  is  certainly  not  on  the  body  fat  alone  that  the  overfiooding  of 
metabolism  with  thyrwid  secretions  exerts  iti*  deleterious  action  in  severe  eases 
of  Graves*  ilisease. 

Even  if  we  take  the  largest  increase  over  "  rest  metabolism  **  which  has 

ever  t>een  observed  in  Graves'  disease  (about  50  per  cent,  or  1,800  calories), 

an  additional  consumption  of  900  calories  or  al>out  100  grams  of  fat  in  the 

daily  food  would  cover  the  loss.    Yet  as  a  matter  of  fact  exact  quantitative 

investigations  in  metabolism  have  shown  that  we  are  not  always  successful  in 

[maintaining  the  ecjuilibrium  of  body-weiglit    |  Fr.  Miiller),*  even  by  a  very 

[>roftiae  administration  of  nourishment,  and  only  in  mild  cases,  when  condi- 

Itions  are  favorable  for  a  profuse  intake  of  nourishment  (gomi  appetite)^  can 

proteid  constituents  of  the  body  be  preserved  (Scholz),^ 

The  etiologic  relations  and  the  clinical  contrasts  between  Graves"  disease 


t  MttifnuS'Lefft,     HerJ.  ktin,  %%o€hrn$chr,.  1RJV5.  Xn  30. 

1  LfichtmMirm.  *'  I'eber  Myxiklem  und  «ber  Entfettungscuren  mit  SchilddrQs<*nfiit- 
t*rtin>r."     Dtutnvh*'  mrd.  Worhmrhr.,  1804,  Kr.  50. 

^Orawits,  Miinchrnfr  med.    WorkmMrhr.,  IJ^Ofi.  Nr.  14. 
*rr,  MaUrt,  Arrh.  f.  kh'n,  Ifrd,,  vol.  li,  p.  3«. 
•  fichoh,  Ccntralhl,  f.  inn,  A/rd,  1805,  Nr  43. 
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and  MYXEDEMA  (or  sporadic  cretinism)  make  it  advisable  to  include  these 
diseases  here. 

They  are  the  only  ones  in  which  a  diminution  of  the  normal  oxidation 
has  been  proven  with  certainty  to  be  intimately  connected  with  disease.  The 
values  which  Magnus-Levy  ^  obtained  in  a  case  of  sporadic  cretinism  (for  0, 
intake  2.8  to  3.0  c.c,  for  COj  excretion  2.4  to  2.5  c.c,  per  kilogram  and 
per  minute)  are  near  the  lowest  normal  limits,  and  when  taken  in  connection 
with  the  clinical  symptoms  (low  temperature,  diminished  formation  of  sweat, 
inactivity  of  the  muscles)  the  few  analyses  of  metabolism  which  have  been 
made  justify  the  conclusion  that  in  this  instance  a  diminution  of  metabolism 
was  actually  present,  and  was  due  to  the  nature  of  the  disease. 

In  no  other  diseases  in  which  up  to  the  present  time  the  interchange  of 
gases  has  been  determined  is  the  explanation  of  the  results  obtained  so  simple 
and  clear  as  it  is  in  Graves'  disease  and  in  myxedema.  Nevertheless,  the 
figures  obtained  have  considerably  modified  the  prevailing  views  regarding 
the  intensity  of  the  processes  of  combustion  in  special  diseases,  and  by  this 
means  have  broadened  our  insight  into  their  pathogenesis,  and  have  furnished 
us  much  help  regarding  their  treatment. 

For  a  long  time  it  was  supposed  that  in  fever  the  processes  of  oxidation 
were  increased.  Nothing  was  more  obvious  than  to  connect  the  higher  tem- 
perature of  the  body  with  an  increased  use  of  carbon-containing  material  in 
the  body. 

Regarding  the  degree  of  th6  increase  of  oxidation  in  the  fever  of  human 
beings  experimental  investigations  in  animals  could  only  give  us  imperfect 
standards  (May^).  Researches  which  Kraus '  carried  out  in  febrile  human 
beings  have,  however,  shown  that  fever  is  possible  without  decided  increase 
of  the  oxidation  processes  (measured  according  to  Zuntz's  method  which  shows 
the  relation  of  the  factors  of  metabolism).  This  is  particularly  true  of  such 
individuals  as  have  had  fever  for  a  long  time — those  suffering  from  inanition 
(Robin  et  Binet*). 

In  acute  infectious  fevers,  the  Og  consumption  amounts  to  scarcely  more 

than  20  per  cent,  above  the  normal.     Previous  to  this,  higher  values  have 

frequently  been  obtained  for  the  increase  in  oxidation,  but  this  has  been  due 

to  accidental  factors  such  as  greater  muscular  activity  owing  to  d3^spnea, 

.  increased  muscular  tonus  in  the  chill  of  fever,  etc. 

The  amount  of  increase  in  the  interchange  of  gases,  which  Kraus  and 
Riethus*  have  shown  to  be  attributable  to  some  febrile  infections,  is  suffi- 

1  Magnus-Levy,  Deutsche  med.  Wochenschr.,  1806,  p.  401. 

2  May,  "  Der  Stoffwechsel  im  Ficber,"  "  Experiraentalle  Unterauchungen."  Zett- 
achrift  f.  Biol.,  vol.  xxx,  p.  1. 

3  Kraus,  "  Ueber  den  respiratorischen  Gasaustnusch  im  Fieber."  Zeitschr.  f.  klin. 
Med.,  vol.  xviii,  p.  160. 

*  Robin  et  Binet,  "  fitudes  cliniques  sur  le  ch^misme  respiratoire."  Arch,  g^6r,  de 
m6d.,  1806,  Juin  et  Octobre. 

*  Riethus,  "  Beobachtungon  (iber  den  Gaswechsel  kranker  Menschen  und  den  Einfluss 
antipyretischer  Medicamente  auf  donselben."  Arch.  f.  exp.  Path,  u,  Pharm,,  vol.  xliv, 
p.  239. 
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ciently  explained  by  the  increase  in  pmteid  decompogitinn  which  forms  part 
of  every  febrile  process  and,  as  it  appears^,  bears  a  much  more  intimate  rela- 
tion to  febrile  processes  than  the  increase  in  oxidation  (Traube,  Xaimyn  *). 

The  inTestigations  which  are  constanlly  multiplying  make  it  obvious  that 
there  is  no  constant  and  direct  relation  Iw^tween  the  height  of  the  temperatxire 
and  the  degree  of  the  increase  of  oxidation.  Febrile  condition.*  occasionally 
show  a  conspicuously  low  consumption  of  oxygen,  and  afebrile  cases  con- 
spicuously high. 

The  indications  to  be  derived  from  this?,  in  regard  to  the  regulation  of 
nutrition  in  fever  patients,  are  obvious.  It  is  not  the  absolute  height  of  the 
fever  which  endangers  the  metabolism  of  the  body,  and  for  this  reason  it 
should  not  be  our  only  care  to  study  minutely  the  diet  of  our  patients.  On 
the  oontrary,  it  is  the  toxins  pro^luced  by  infection  which  prove  injurious 
to  the  nutritive  condition  of  the  body,  and  in  all  eases  in  whieh  the  jdivsician 
recognises  these  deleterious  consef]uences,  he  must  arrange  the  dietary  accord- 
ingly. Rememljering  this  he  will  not  disregard  the  dietetic  indications  of 
many  afebrile  infectious  diseases  (some  forms  of  pulmouary  tuberculosis). 

In  contrast  with  fever^  in  which  the  increased  eonduistion  causes  much 
less  ditficulty  than  the  toxogenous  protcid  decomposition  (see  below)  is  the 
nutrition  of  coxvalescekts.  Here  these  dillicuUics  are  usually  slight. 
Analysis  of  the  diet,  under  which  debilitatiNl  patients  after  long-can  tinned 
nnder*nutrition  are  able  to  increase  in  weight,  has  frequently  shown  aston- 
ishingly low  energ)'  values.  Ft.  Miiller  *  in  a  rase  of  stenosis  of  the  esophagus 
after  intoxication  from  caustic  potash  studial  a  fearful iy  emaciated  patient, 
who  gained  3.5  kilograms  in  three  weeks,  under  a  diet  of  only  24.7  to  30 
calories  per  kilogram.  Among  G.  Klemperers  ^  patients  there  were  some 
who  throve  very  well  on  a  diet  containing  only  13.5  to  18  calories  per  kilo- 
grani*  A  patient  of  Nebelthau's  *  who  was  greally  euiaciated  in  eonset|uence 
of  stubborn  vomiting,  accumulated  very  considerable  amounts  of  albumin 
despite  a  quite  insufficient  proteid  and  calory  administration  after  she  had 
remaintyl  for  four  days  without  any  f(wd. 

Without  doubt  the  processes  of  oiddation  are  here  decreased  to  a  certain 
degree.  The  metabolism  is  diminished  to  the  minimum  which  is  absolutely 
necessary  to  maintain  life.  Correspondingly,  the  formation  of  heat  is  slight 
(tendency  to  chilliness),  and  the  power  of  liodily  activity  is  limited. 

There  is  no  objection  to  our  assuming  that  this  diminution  of  metabolism 
in  chronic  under-nutrition  is  a  trjie  slowing  of  metahoJism,  This  makes  it 
possible  to  maintain  life  even  under  very  unfavorable  external  conditions, 
and  is  apparently  produced  gmduaUtj  by  adaptation  and  luibit. 

Sudden  withdrawal  of  nourishment  does  not  diminish  the  total  metabolism 

t  TTonfiyii,  Berliner  klin.  Worhenschr,,  1800,  Nr.  4. 

s  Fried,  Mullirr,  "  Stoifwech^luntcrsuchung^n  von  Krebflkranken.*'  Zeiischr.  f.  klin, 
Med.,  vol.  XTi,  p.  4!*6. 

»0.  Ktemperer,  *' IVbcr  StofTwet'hsvl  und  Emrdining  in  Krankheiton."  Zeiischr,  f, 
kim.  Mrd.,  vol.  xvi,  p.  550. 

•  NebeUhau,  *'  Ein  Beitrag  «ur  Keimttiiaa  der  Acetonurie."  CcntralbU  f.  inn,  Med*p 
1897,  p.  977. 
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to  an)rthmg  like  the  same  degree.  In  the  estimations  which  Zuntz  and  Leh- 
mann  ^  carried  out  in  the  professional  faster  Cetti,  the  "  rest-values "  for 
O2  consumption  and  CO^  excretion  during  the  days  of  starvation  (on  the 
average  4.78  and  3.34  c.c.)  were  but  little  lower  than  during  the  days  pre- 
ceding the  fast  (5.35  c.c.  O2,  and  3.90  c.c.  COj).  In  investigations  in  the 
case  of  the  faster  Breithaupt,  the  average  values  prior  to  the  fast  and  after 
it  had  begun  were  almost  exactly  the  same. 

Whether  the  ease  with  which  patients  convalescent  from  acute  febrile 
disease  compensate  for  their  loss  in  weight  depends  upon  the  same  capacity  to 
economize  in  metabolism  which  enables  patients  in  a  state  of  chronic  under- 
nutrition to  gain  weight  even  on  a  diet  of  low  calory  value  is  a  mooted  ques- 
tion. Svenson^  has  recently  thrown  light  upon  this  question  by  investiga- 
tions of  metabolism  in  convalescence  from  pneumonia  and  from  enteric  fever. 

His  figures  (see  Table  on  page  27)  do  not  show  a  tendency  to  economy 
in  the  processes  of  combustion.  On  the  contrary,  in  the  first  afebrile  days 
after  a  severe  enteric  fever,  he  found  a  slight  diminution  of  the  respiratory 
values ;  true  convalescence  with  increase  in  weight  was  being  characterized  by 
high  values,  and  metabolism  was  therefore  increased.  Hence  the  increase  in 
weight  cannot  be  explained  by  assuming  a  diminution  of  consumption.  On 
the  contrary,  the  balance  is  positive  because  the  intake  of  nourishment  with 
the  usual  increased  appetite  of  convalescence  is  decidedly  greater  than  the 
energy  value  of  the  average  food  of  maintenance  (60  to  90  calories  per  kilo- 
gram). 

The  "rest- value"  for  metabolism  in  convalescence  then  is  in  any  case 
increased  and  this  is  particularly  true  of  the  metabolism  after  work,  as 
was  shown  by  Svenson's  further  researches.  The  convalescent  is  able  to 
utilize  in  muscular  work  only  a  small  portion  of  the  energy  set  free  by  the 
processes  of  combustion,  and  therefore  has  a  higher  CO2  consumption  per 
kilogram  meter  than  the  healthy  man.  There  is  no  economy  of  metabolism 
here. 

Diabetes  mellitus  was  for  a  long  time  looked  upon  as  a  disease  in  which 
metabolism  was  increased.  The  enormous  ingestion  of  food  which,  because 
unsuitable,  is  often  insufficient  (in  spite  of  its  great  energy  value)  to  satisfy 
the  appetite  which  accompanies  diabetes  mellitus,  and  to  maintain  nutrition, 
naturally  led  to  this  view,  at  a  period  when  a  deeper  insight  into  the  econ- 
omy of  metabolism  of  the  diabetic  was  not  yet  possible. 

The  quantitative  analyses  of  metabolism  which,  because  of  therapeutic  ex- 
periments in  diet,  were  carried  out  especially  often  in  diabetics,  soon  showed, 
however,  that  with  suitable  food,  the  usual  calory  intake  was  sufficient  to 
maintain  the  equilibrium  of  metabolism  even  in  severe  diabetes. 

The  diabetic  perversion  of  metabolism  cannot  be  due  to  an  increased  inter- 
change of  products  since  it  is  possible  with  a  diet  which  contains  only  25 

^  Zuntz  und  Lrhmann,  Virchotc^s  Arch.,  vol.  cxxxi ;   Suppl.-Heft.  pp.  50  und  91. 
2  Svenson,    "  Stoffwechselversuche   an    Rcconvalescenten."     Zcitschr,   f,   klin,    Med., 
vol.  xliii,  p.  8(5. 


THE  FOOD  REQUIREMENT  OF  THE  SICK 

<?<ilorie8  per  kilogram  to  maintain  the  ptitient  for  weeka  in  an  active  con- 
dition.* 

On  the  contrary,  observation  proves  that  metabolism  in  the  tlialH.^iie  may 
occasionally  l)e  abnonimlly  slow,  and  tlit^  experience  accumulated  by  many 
careful  investigatiou.s  of  the  nutrition  of  (iialM?tic.s  demonstrates  that,  in  many 
Cftsee^  it  is  in  fact  slower  tlian  the  metabolism  of  a  bcalthy  person.  T  i^ay  in 
mantf  ca^es.  for  this  is  hy  no  means  true  of  all.  A  pathologie  diminution  of  the 
nutritiTe  requirement  is  by  no  means  the  rule  in  diabetes.  If,  hnwes^r,  we 
give  for  a  lon^  time  a  diet  which  is  apparently  superfluous  hut,  in  reality, 
quite  insulficient — ^because  improper — under  the  inthience  of  this  chronic 
under-nutrition  the  same  diminution  in  metahnlisrn  may  occur  that  also 
occurs  in  other  persons  who  are  under-nourislTed  (see  above),  Ileoce  it 
becomes  possible  to  support  life  on  less  food  Ihan  is  necessary  for  healthy 
ptN>ple  and  to  increase  tlie  dmbetie's  weight  with  a  diet  which  is  only  just 
eutlieient  for  the  needs  of  a  normal  person. 

Correspondingly,  the  rest  values  for  O,  consumption  and  00^  excretion 
that  have  been  detemitned  in  dial>etes  neither  exceed  nor  fall  below  the  limits 
which  we  have  come  to  recognize  in  the  normal  individual  (Voit  and  Petten- 
kofer,  Leo,^  Weintraud  and  Laves,*  Stiive*). 

The  same  is  proven  by  the  investigations  of  ifngnus-Levy  in  gout,  which 
Bouchard,  as  is  well  known,  includes  with  diabetes  among  diseases  cliaraetcr- 
izetj  by  decreai»ed  metabolism. 

In  the  various  forms  of  anemia  (chlorosis,  secondary  and  pernicious 
anemia)  we  mighf  expect  diminution  of  O.  intake,  in  view  of  the  more  or 
lass  marked  diminution  of  the  oxygen  carriers  in  the  blood »  espet^ially  if  we 
reBMnTil>er  the  fatty  degeneration  of  organs,  which  is  frequently  observed  in 


Ex])eri mental  investigation,  however,  has  decide*]  against  this  view.  In- 
deed  the  values  determined  for  0^,  intake  and  CO^  output  have  l>een  shown 
to  be  near  the  upper  physiological  limits.  In  tliose  cases  of  pernicious  anemia 
which  are  characterized  by  increased  proteid  decomposition,  this  limit  has 
i-vt!n  tieen  several  times  exceeded  (Meyer,*  Magnus- l^evy).*  A  diminution  of 
m(*taboi]6m  due  to  impoverished  blood  cannot  therefore  be  assumed  (KrausJ 
Thiele  and  Nehring)." 

I  IVHntraud,  "  Unterftucbuugen  Ubor  den  Stoffwe<?hseI  im  Diabt^trs  melitns.**  BibL 
med„  r«mpb  1893. 

*  /-TO,  "  Ueber  den  respiratoriscben  Stoffwechjapl   und   D»ii!>et^a.*'     ZeiUchr,  f.  klin, 

iitd.^  vol,  %\x. 

*  Weiniraud  und  Laret,  **  Uob<»r  den  reBpiratorific^hen  Stoifwechscd  im  Dialjetcfl," 
Kfiinckt.  f,  phifn.  Chemif,  vol.  xix, 

«  >*/tirc  ArbcUrn  jiu*  drm  stHdt.     Kmnkcnhaus  Frankfurt  a.  M.»  ISftO,  p.  4D. 

»  /?.   M^y^r,  **  Ueber  O*  Verbrauch  und  CO,  Au^ischeidnng  bei  Anatnirn."     Dissert,, 

*  MojfHUS-Lerft,  Brrliner  klin.  Wochenschr,,  1805,  p.  351. 

f  Kr^uB^  "  I'eb^r  d«n  EinauAs  von  Kranklioiti*n,  iM^Aondors  von  anltmlArhen  Zustlin* 
dm,  aiif  d*»n  rc«piniton»cb»^n  *iji**w*K*h«el.*'     Zeitschr,  f,  klin,  ^fed.,  vol.  xxii,  p.  44!), 
^Thu^l*^  und  XeArifi^,  Zcitsckr,  f,  klin.  Mcd.^  vol.  xxx. 
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It  is  remarkable  that  in  certain  forms  of  obesity  no  diminution  of  the 
physiologic  processes  of  combustion  can  be  determined.  Clinicians  have 
noted  two  classes  of  cases,  (a)  those  in  which  overeating  and  deficiency  of 
muscidar  labor  were  the  obvious  causes  of  the  accumulation  of  fat,  and  (h) 
those  in  which  even  a  normal  amount  of  food  resulted  in  accumulation  of 
fat,  and  even  with  a  decided  diminution  of  nourishment  it  was  impossible  to 
bring  about  a  reduction  in  weight. 

V.  Noorden  ^  reports  the  case  of  a  man  weighing  102  kilograms  who — in 
spite  of  the  fact  that  his  food  during  three  months  did  not  exceed  1,720 
calories  per  day,  and  that  as  an  inspector  of  a  country  district  he  had  every 
day  plenty  of  exercise — ^lost  only  a  kilogram  of  weight  in  three  months.  In 
a  lady  weighing  86  kilograms  he  failed  to  produce  the  slightest  diminution 
in  weight  in  the  course  of  six  weeks,  though  he  reduced  the  food  to  900  to 
1,000  calories.  In  a  woman  weighing  145  kilograms,  Stadelmann  *  reports 
that  with  a  diet  containing  but  1,500  calories  per  day  she  not  onl}'  throve  but 
even  gained  one  kilogram  per  week  in  weight.  Only  when  nutrition  was 
reduced  to  1,000  calories  did  she  begin  to  lose  weight,  while  on  1,200  calories 
she  gained  in  weight  for  a  time.  (Compare  the  criticisms  of  these  reports 
in  Rubner.)* 

In  the  light  of  these  observations  the  question  constantly  arises,  whether 
the  tissue  elements  of  obese  persons  do  not  require  a  slighter  amount  of  mate- 
rial to  perform  their  normal  functions,  and  whether  the  very  ready  accumula- 
tion of  fat  is  not  due  to  the  fact  that  the  organs  function  more  economically 
than  under  normal  conditions,  v.  Noorden  was  the  first  to  study  this  ques- 
tion by  exact  experimental  investigation,  and  in  his  excellent  text-book.  The 
Pathology  of  Metabolism,  which  stimulated  so  many  later  researches  in  metal>- 
olism,  he  worked  out  in  two  cases  of  obesity  the  first  figures  representing  the 
consumption  of  oxygen  and  the  excretion  of  carbonic  acid.     (See  Table.) 

Researches  by  Magnus-Jjevy  followed  these  (Table).  All  the  "minute- 
kilo-values"  taken  with  an  empty  stomach  are  low,  in  fact  near  the  lowest 
limit  of  the  normal  standard  figures.  "  But  they  are  not  so  low  that  a  dimin- 
ished oxidation  energy  of  the  cells  must  be  assumed,  especially  if  we  consider 
that  the  values  per  kilogram  as  calculated  in  the  obese  become  lower  the  more 
fat  the  body  accumulates.  But  in  metabolism  during  quiet  respiration  this 
factor  is  not  operative.  In  studies  regarding  the  intensity  of  the  process  of 
combustion  fat  cannot  be  looked  upon  as  of  the  same  value  as  flesh  and  gland 
substance''  (Magnus-Levy).  Thus  when  it  appeared  that  analysis  of  the 
respiratory  metabolism  (according  to  the  Zuntz-Geppert  method)  would  yield 
no  support  for  the  belief  that  there  is  a  diminution  of  the  processes  of  com- 
bustion in  the  obese,  new  researches  by  Jaquet  *  suggested  the  method  by 
which  in  the  corpulent  an  economy  of  the  food  material  introduced  produces 
the  gradual  deposition  of  fat. 

1 1'.  'Noorden,  **  Die  Fettsucht."  in  XofhnaprVs  JJandhnchf  p.  31. 
i  fitadclmannf  Berliner  klin.  Wochensehr..  1001,  Nr.  25. 
8  Ruhner,  Beitrfige  zur  "  ErnUhrung  im  Kindesaltor,"  Berlin,  1902,  p.  31. 
*  Jaquet  und  Svenson.  "  Zur  Kenntniss  des  Stoffwechsels   fettsUchtiger  Personen." 
Zeitschr.  f,  fc«n.  Med,,  Bd.  xli,  p.  375. 
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According  to  a  diagram  proposed  by  ila^nus-Li'vy  ^  the  total  metalxilism 
of  an  individual  may  be  considered  to  be  composed  of  three  factors: 

1.  The  entire  metabolism  in  rest  and  with  an  empty  stomach. 

2.  The  metal>olisni  which  is  nere^ssary  to  sustain  the  work  (glandular  and 
intestinal)  that  results  in  the  assimihition  of  food  introdiin'<L 

8.  The  metabolism  which  is  necessary  for  useful  or  useless  movements  of 
the  body. 

Metabolism  thus  estimated  amounts: 


h 


For  t .to  1,500  cnlories. 

For  2 to     240       •* 

For  8 , to     8m      " 


ToUl 2 ,  TOO 


In  fact  it  is  unlikely  that  an  oljese  person  requires  less  energy  than  a 
healthy  person  for  the  maintenance  of  his  vitu!  funcHons,  for  normal  activity 
of  the  heart  and  respiration,  for  the  rest  metjiholism  of  the  glandular  activity 
and  for  the  maintenance  of  body  heat.  v.  Xoordeu  mentioned  the  possibility 
that  for  3  he  saves  something,  l)ecause  the  development  of  heat  which  accom- 
panies physical  exercise  per  kilogram  of  working  protoplasm  and  per  kilo- 
gram-meter of  physical  exercise  is  less  in  him  than  in  the  avernge  person,  but 
Magnus- Levy  expressed  his  doul^ts  of  this.  It  was  therefore  particularly  in- 
tcr«*sting  that  Jaquet  found  the  value  for  2  diminished  in  his  corpulent  patient. 
The  increase  of  the  products  of  combustion  due  to  ingestion  of  nourishment 
was  decidedly  less  and  of  shorter  duration  in  his  three  ol^ese  patients  than 
in  normal  persons.  It  was  shown  that  during  a  period  of  digestion  reckoned 
as  fourteen  hours,  the  oWse  require  21.84  liters  O^  less  than  a  normal  person 
under  similar  circumstances.  With  this  amount  of  Q.,,  11  grams  of  fat  can 
be  burned,  and  a  daily  saving  of  11  grarus  of  fat  corresponds  to  an  accumula- 
tion of  4  kilograms  of  fat  a  year.  Thus  the  analysis  of  respiratory  mctnholism 
opens  a  path  for  the  understanding  of  the  pathogenesis  of  constitutional 
oiiesity. 

Prftctic^l  rules  for  (he  nutrition  of  the  sick  cannot  In?  iinmcdiafcly  deduced 
from  these  clinical  studies  regarding  the  amount  of  respiratory  metabolism  in 
the  diseases  which  have  bef/n  mentioned,  valuable  as  they  are  for  our  knowl- 
e<lge  of  disturbances  of  metaljoHsin* 

Tlie  knowledge  of  O^  consumption  and  CO^  excretion,  conveyed  to  us  in 
the  clinical  investigations  wdiich  are  almost  exclusively  carried  out  by  Zuntz's 
method,  with  simultane<ius  estimation  of  albumin  metabolism  (by  N-estima- 
tion  in  the  urine)  can  give  at  most  but  approximate  conclusions  regarding 
the  part  played  by  individual  food  substances  in  combustion.  The  respiratory 
quotient  gives  us  some  information  but  the  absolute  value  of  the  transference 
of  energy  in  a  unit  of  time  cannot  he  calculated  from  the  "minute-values^* 
for  O^  and  CO,,  because,  as  was  mentioned  above  (page  8),  the  same  amounts 
of  carbonic  acid  and  oxygen  correspond  to  entirely  different  degrees  of  heat. 
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according  as  we  are  dealing  with  combustion  of  albumin,  of  fat,  or  of  carbo- 
hydrates. 

A  complete,  correct  calculation  of  force-transference  and  heat-transfer- 
ence is  only  possible  if  the  excretion  of  carbon  and  of  nitrogen  is  minutely 
investigated  for  a  considerable  period  of  time,  and  then  from  both  of  these 
the  implication  of  proteids  and  of  fat  is  estimated  in  metabolism.  From  the 
hour  or  minute  values,  fixed  conclusions  cannot  be  drawn  regarding  the  total 
calory  requirement ;  they  are  therefore  not  final.  We  may  hope,  however,  that 
prolonged  investigations  of  the  interchange  of  gases  (with  Pettenkofer's  or, 
even  better,  with  Hoppe-Seyler's  apparatus)  will  give  us  more  valuable  con- 
clusions for  pathology,  and  decidedly  broaden  our  knowledge  regarding  total 
metabolism. 

The  cases  in  which  the  entire  interchange  of  forces  in  pathologic  condi- 
tions has  been  determined  by  sufficiently  exact  technical  investigations  are  up 
to  the  present  time  very  few.    We  owe  them  mostly  to  the  labors  of  Rubner. 

In  his  researches  in  artificial  nutrition  carried  on  with  Heubner  ^  in  a 
normal  and  in  an  atrophic  nursling,  intake  and  output  were  directly  estimated 
in  every  way,  and  by  calorimetric  analysis  it  was  possible  to  determine  the 
actual  figures  for  the  interchange  of  forces.  It  was  shown  that  there  is  no 
abnormal  form  of  decomposition  (force-transference)  in  the  atrophic  child. 
The  diet  necessary  for  maintenance  in  the  atrophic  child  and  in  the  healthy 
nursling  correspond  very  well  if  we  make  allowance  for  small  differences  in 
digestion  and  in  the  temperament  of  the  children  (influence  of  body  rest, 
motion  and  sleep).  If  they  are  given  an  excess  of  food,  both  utilize  about 
the  same  percentage  for  heat  })roduction,  and  about  the  same  percentage  is  de- 
posited in  the  tissues.  The  only  peculiarity  of  the  atrophic  child  is  a  lessened 
power  of  intestinal  absorption,  and  hence  a  more  profuse  production  of  feces. 

In  a  technically  complete  investigation  of  metabolism  in  an  obese  child, 
Rubner  -  was  unable  to  determine  any  diminution  of  interchange  of  forces. 
Despite  his  pathologic  predisposition,  the  boy  required  no  less  food  than  a 
healthy  boy  of  the  same  weight  tested  by  Camerer. 

On  the  other  hand  characteristic  differences  in  the  processes  of  decompo- 
sition wore  found  by  Sondon  and  Tigerstedt  ^  in  their  investigations  of  metab- 
olism in  men  of  various  ages.  They  conclude  from  these  that  there  is  a  greater 
life  energy  during  youth,  in  contrast  to  the  metabolism  of  the  aged,  in  which 
a  lessened  consumption  may  be  recognized.    The  heat  production  amounted: 

In  boys  of  35.2  kilos  weight to  1,323  calories 

In  men  of  67.8  kilos  weight to  1,016        " 

In  an  aged  man  of  62.3  kilos  weight to     924        " 


1  Rithnrr  und  Ilruhnrr,  "  Die  natilrliche  Kinjihriing  pines  Slluglings."  Zcitschr,  f. 
Biol.,  Bd.  XXX vi,  j).  1.  "  Die  kiinstl.  Krnahrung  eines  normalen  und  eines  atrophischen 
SiSuglings."     Zvitsvhr.  f.  Uiol.,  IM.  xxxviii,  p.  315. 

-  Rubner,  1^'itriige  zur  "  Krniihnuig  irn  Knal)enalter  niit  l)esonderer  Beracksichtigung 
der  Fettsucht,"  l^erlin,  1002. 

3  Stnulvn  and  Tiffcrstrdt,  •'  I'ntersnchiingen  (iIkt  die  Respiration  und  den  Gesammt- 
stoflfwcchsel  des  Menschen."    Skand.  Arch.  f.  Physiol.,  1895,  Bd.  vi. 
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vic^*  of  the  criticisms  which  Camerer  and  Rubner  liave  devoted  to  these 
iBTestigations  wc  shall,  however,  witlihold  accx^ptanee  from  the  coDcIasions 
which  Sonden  and  Tigerstedt  have  drawn  from  their  researches  in  regard  to 
the  varying  intensity  of  the  processes  of  metabolism  in  the  young  and  in  the 
aged.     (See  Table.) 

THE  MAHITEIfANCE  DIET  AND  THE  PROTEID  REQUmEMEHT 

OF  THE  SICK 

Besides  the  complete  technic  and  investigations  which  can  Ik?  carried  on 
by  means  of  complic^ated  apparatus,  we  can  use  at  the  bedside  a  simpler  method 
to  determine  the  total  metabolism,  viz. :  the  calculation  of  the  tension  power, 
based  upon  the  food  which  has  been  consumed.  The  demonstration  in  Rub- 
ners  studies  that  to  supply  suitable  energy  the  foofl  of  man  must  be  adapted 
to  his  condition  of  life  permits  the  conclusion  that  if  the  individual,  although 
ill,  maintains  his  body- weight,  the  supply  of  force  present  in  his  food  corre- 
sponds with  his  metabolism  (interchange  of  force). 

The  calculation  of  the  energy  value  of  food  from  the  standard  figures 
given  by  Rubner  is  simple,  and  is  in  general  use  to-day.  The  only  question 
that  arises  is  whether  the  c<jntrol  of  the  lx>dy- weight  and  the  frequent  com- 
putation of  the  X-balance  is  suilicient  to  indicate  all  important  changes  in 
the  material  condition  of  the  Ixwly, 

But  for  the  clinical  patholog}^  of  metabolism  this  is  certainly  sufficient, 
and  with  the  proviso  that  this  assumption  is  justifiable,  the  quantitative  anal- 
of  metabolism  in  patients,  now  coming  into  common  use,  give  us  valuable 
int«  for  the  administration  of  fof>d  suitable  for  the  maintenance  of  the 
in  si>ecial  diseases,  either  liyf>ernutrition  or  hyi>onutrition. 
A  few  of  these  investigations  have  l>een  mentioned.     It  wonlrl  extend  this 
article  too  much  if  I  were  to  enumerate  them  all;  and  some  of  them  will  be 
(ferred  to  later.     (See  absorption  investigations.) 
T.  Xoorden's  systematic  trusts  of  the  energy  value  of  fowl  and  his  methods 
of  producing  a  rapid  increase  in  weight,  will  be  described  explicitly. 

In  eight  women  who  were  confined  to  their  Ijeds  weight  lx>gan  to  increase 
when  the  food  reached  the  following  values;  2G,  2G.5,  10,  32,  33,  36,  36,  38.5, 
9  calories  {>er  kilogram  and  per  day.    Ujwn  the  average  32  calories  per  kilo- 
m. 

In  five  women  who  were  out  of  bed  for  two  to  three  hours  during  the  day, 
crease  in  weight  began  when  the  value  of  the  food  reached  28,  31.5,  34,  36.5, 
6.5,  40  calories  per  kilogram  and  per  day.    Upon  the  average  34  calories. 

In  four  women  who  spc^nt  most  of  the  day  out  of  bed,  and  occasionally 
alked  about  in  tlie  garden,  increase  in  weight  began  when  the  value  of  food 
reached  3'^',  37,  3T,  41  calories.  Up*>n  the  average  37  calories  per  kilogram. 
Although  these  figures  demonstrate  that  increase  of  weight  occasionally 
urs  even  when  tlie  calory  value  of  the  ff»od  is  very  slight  (27  calories),  never- 
theless V,  Noonlen  cautions  us  that  food  in  which  the  calory  value  is  less  than 
30  calories  per  kilogram  should  not  be  used.  The  increase  in  weight  with 
small  calory  values  is  usually  limited  to  patients  in  whnm  prolonged  under- 
nutrition has  led  to  a  decided  diminution  of  the  amount  of  water  in  the  body^ 
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so  that  the  increase  in  weight  observed  may  be  referred  more  to  a  satiation 
of  the  demand  of  the  tissues  for  water  than  to  an  actual  gain  in  substance.* 

Yet  it  cannot  be  doubted,  in  view  of  these  experiments,  that,  in  emaciated 
individuals,  administration  of  food  of  very  slight  calory  value  ma}'  compen- 
sate completely  for  the  food  requirement  and  the  interchange  of  force,  and 
may  even  permit  an  increase  in  weight.  For  if,  in  spite  of  a  slight  calory 
administration,  X-equilibrium  has  been  maintained  for  a  long  time  and  albu- 
min actually  accumulated,  there  cannot  be  a  calory  deficit  for  any  length 
of  time.  Later  investigations  in  metabolism  show  that  the  N-balance  is  to  a 
great  extent  independent  of  the  calory  supply.  The  stimulation  of  albumin 
accumulation  which  results  from  muscular  exertion  as  well  as  from  growth 
makes  possible  an  N-retention  even  with  an  insufficient  calory  supply  and  an 
actual  loss  in  weight  (Caspari  -). 

But  there  are  many  observations  showing  that  after  prolonged  under- 
nutrition, such  as  occurs  in  disease,  the  body  may,  up  to  a  certain  point,  adapt 
itself  to  a  smaller  amount  of  food.  It  limits  itself  to  the  functions  absolutely 
necessary  to  maintain  life,  and  under  these  conditions  the  slightest  increase 
in  food  soon  brings  about  an  increase  in  weight  as  well  as  a  retardation  of 
the  pathological  processes,  under  the  action  of  which  the  body  has  become  so 
reduced.  The  lessening  of  body-weight,  upon  whose  maintenance,  according 
to  Pflliger,  the  energy  of  metabolism  is  dependent,  becomes  here  the  direct 
cause  of  a  diminished  rate  of  metabolism. 

The  emaciation  which  is  the  invariable  consequence  of  many  diseases  finds 
its  chief  expression  in  the  decrease  of  body-weight,  so  that  frequent  weighings 
of  the  body  in  chronic  diseases  are,  as  Gerhardt  says,  almost  as  valuable  as 
the  temperature  record  in  acute  diseases.  The  variations  may,  however,  be 
due  to  various  causes. 

When  patients  suffering  from  gastric  disease  are  emaciated  this  is  often 
due  wholly  to  the  poverty  of  the  calory  value  of  their  food,  as  was  first  emphat- 
ically stated  and  clearly  proven  by  v.  Noorden.  The  fear  of  pain,  or  a  false 
estimation  of  the  nutritive  value  of  individual  foods,  may  have  aided  in  bring- 
ing this  about.     If  food  of  normal  calory  value  be  given,  the  loss  in  weight 


Other  patients  (Graves'  disease),  as  we  have  noted,  lose  weight,  in  spite 
of  a  calory  intake  sufficient  for  the  healthy,  because  the  intensity  of  the 
process  of  combustion  is  decidedly  increased.  If  the  capacity  for  taking  food 
is  great,  as  in  many  afebrile  tubercular  patients  and  in  many  cases  of  Base- 
dow's disease,  the  calory  contents  of  their  food  need  only  be  increased  beyond 
the  usual  needs  of  the  healthy,  and  they  will  not  only  attain  their  N-equi- 
librium,  but  will  very  soon  begin  to  accumulate  fat. 

This,  however,  does  not  succeed  in  all  cases.     Fr.  Miiller'  was  the  first 

1  r.  .Voon/r/j,  "  StofTverbrauch  iiiul  Xahrunjjrshcdarf  in  Krankheiten."  Arbeiten  aus 
dcni  sindt.  Krayikcuhnus  zu  Frankfurt  a.  M.,  1800,  p.  3. 

2  CasfHiri,  **  I'cIht  Eiweissumsatz  iind  Ansatz  bei  der  Muskelarbeit."  Pfluger's 
Arch.,  Bd.  Ixxxiii,  p.  500. 

8  Fr.  M tiller,  *'  Stoffwechscl  bei  Krcbskrankcn."  Zcitschr.  f.  klin.  Med,,  Bd.  xvi, 
p.  496. 
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to  note  in  hi;*  cancer  patients  that  in  maligiiaiit  cachexia,  even  with  a  plenti- 
ful calory  supply  (with  suilicient  alhumin  elements  in  the  food).  It  was  often 
impossibli-  to  attain  N-equilibrium.     (nirtig  *  confirmed  these  report:^. 

Here  a  toxin  damages  the  protopla^im  of  the  eells,  and  the  albuminous 
debris  of  cells,  decidetllv  Ijeyond  the  re<:|uireraents  of  the  pathologic  organism 
for  albumin,  enters?  the  circulation,  there  to  suffer  complete  destruction. 

In  fever  patients,  in  whom  the  extraordinarily  high  urea  figures  obtained 
by  former  investigators  (Traube  and  Naun^Ti)  were  for  a  long  time  empha- 
sized, we  now  have  numerous  analyses  of  metabolism  some  of  which  show 
that  the  destruction  of  tissue  in  acute  cases  of  fever  cannot  be  entirely  pre- 
vcnteil  by  any  mode  of  nutrition  (v.  I^eyclen  nud  Klemperer -). 

The  same  is  also  true  of  certain  severe  forms  of  anrmm.  Yet  the  increased 
decomposition  of  albumin  does  not  always  occur  in  impoverished  conditions 
of  the  blood.  We  know  this  from  the  researches  of  v.  Xoorden.  who  conducted 
exact  analyses  in  metabolism  in  severe  chlorosis,  which  prove  !K\vond  doid>t 
that  such  patients,  with  the  ordinary  calory  supply  and  without  particularly 
large  amounts  of  albumin,  are  able  to  maintain  their  N-ef|uilibrium  (Lip- 
nmnn-WulJT^),  On  the  other  hand,  tliere  are  certain  clinical  eases  character- 
ized by  a  severe  course,  the  so-called  pernicious  anemias,  some  of  which  are 
to-day  explaim^  by  the  prpsenc^  of  intestinal  parasites;  in  these  the  proteid 
metabolism  is  pathologically  increaseth  Even  the  first  clinical  observers  of 
the  disease  (Striimpell,  Eichhorst)  found  in  these  patients  high  urea  values, 
though  of  eimr>e  the^c  flu^ures.  without  siiuyltanemis  observation  and  analysis 
of  the  food,  did  not  prove  anything.  Exact  analyses  of  metabolism  which 
Rosenquist*  lately  carried  out  in  patients  with  botbriocephalus-anemia  have 
detennined  with  certainty  that,  at  any  rate  in  this  form  of  pernicious  anemia, 
there  is  an  increased  decomposition  of  all)umin.  These  researches  constitute 
conclusive  proof  of  the  law  of  so-called  toxogenous  decomposition  of  albumin, 
for  they  illustrate  how.  shortly  after  the  expulsion  of  the  parasites  (five  to  six 
days  later),  an  accumulation  of  albumin,  formerly  impossible,  was  attained. 
As  the  blootl  changes  here  depend  ujKm  toxic  action,  after  the  removal  of 
whirh  normal  regenerative  changes  take  place,  so  also  the  pathologic  decora- 
position  of  albumin  may  be  readily  stopped  l\v  expelling  the  parasites. 

The  indications  for  preventing  the  threalening  tissue  destruction  in  febrile 
and  cachectic  patients  are  nmch  more  oliscure.  Yet  this  is  often  of  para- 
mount importance  in  dietotherapcutic  endeavors. 

Practical  experience  shows  that  the  two  methods  which  improve  the  albu- 
nitn  balance  in  the  healthy  are  also  applicable  here.  By  the  administration 
of  a  liberal  albumin  diet,  the  N-loss  may  Ik?  diminisluxl  during  fever  (Bauer 
and  Kiinstle)  ;  the  same  result  can  be  obtained  by  giving  a  profuse  calory 
supply  of  N*free  substances.    For  both  processes  excellent  methods  are  found 


fr: 


1  J?.  OHttuj,  "  l^ter^uchungen  flber  den  Stoffwerhspl  in  einem  Ful!  von  Care.  CEaoph- 

Dism,,  Berlin,  18(M). 
s  r.  Lryilrn  und  f/.  Kltinprr^,  "  Ernahmng«t hero  pie  in  acuten   Fieljerkrankheiten." 
"  tfnndbtich  d.  EmUhrunijMhcr.*"  licL  ii,  p.  408. 

»  Lipmann Wutff,  **  I'i'Iht  EiwejssJterseljtuiif?  bei   Chlorose/'     Diss.^  Berlin,   1891. 
4  RoMvmiuist,  Ifcrl  klin.  Wovhcnschr.,  H»01,  p.  060. 
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in  the  tables  of  v.  Leyden  and  Klemperer  {loc.  cit.).  That  the  carbohydrates 
in  themselves  are  superior  to  the  fats  as  albumin  savers  (see  page  21)  and 
that  they  are  especially  valuable  in  the  diet  of  fever  and  cancer  patients  as 
compared  with  albumin  and  fat  (the  administration  of  which  is  frequently 
limited  by  an  unconquerable  repugnance  and  by  difficulty  in  digestion),  is 
clearly  shown  by  experience  at  the  bedside  as  well  as  by  experimental  study. 
In  fever  artificially  produced  May  ^  found  a  limitation  of  the  combustion  of 
albumin  as  a  result  of  the  profuse  intake  of  carbohydrates. 

In  spite  of  the  pathologically  increased  toxogenous  decomposition  of  albu- 
min the  laws  which  normally  control  the  metabolism  of  albumin  are  still 
active  in  wasting  diseases.  This  fact  should  always  be  borne  in  mind,  and 
measures  based  upon  it  should  be  employed  in  the  dietetic  treatment  of  such 
cases.  Hirschfeld  ^  succeeded  by  forced  feeding  in  attaining  an  N-accumu- 
lation  in  tuberculous  febrile  cases,  v.  Noorden,  in  his  text-book,  mentions 
quite  a  number  of  patients  with  temperatures  of  over  101.3**  F.  in  the  late 
weeks  of  typhoid  oases  running  a  slow  course,  also  patients  with  sepsis  and 
pulmonary  tuberculosis,  who  on  a  diet  rich  in  albumin  but  not  of  particularly 
high  calory  value  were  able,  at  least  for  two  weeks,  to  maintain  their  body- 
weight. 

Whether  nitrogen-equilibrium  actually  existed  in  these  cases  cannot  be 
determined  from  the  figures  given.  There  is  a  great  difference  as  regards 
the  N-balances  in  febrile  and  those  in  non-febrile  convalescents  for,  with  the 
same  calory  supply,  we  can  produce  in  afebrile  cases  a  decided  gain  in  albu- 
min while  in  febrile  cases  we  can  scarcely  maintain  the  nitrogen-equilibrium. 

The  "  intoxication  necrosis "  of  the  tissues  which  occurs  in  febrile  dis- 
eases as  well  as  from  under-nutrition,  and  the  deleterious  effects  of  which 
cannot  be  prevented  by  any  known  means,  is  followed  in  convalescence  by  a 
remarkable  endeavor  of  the  enfeebled  cells  to  recuperate.  They  attempt  to 
gorge  themselves  with  albumin,  and  the  balance  of  metabolism  which  termi- 
nated in  a  nitrogen  deficit  suddenly  begins  to  show  an  N-retention  (Diinsch- 
mann,  v.  Leyden  and  Klemperer,  loc,  cit.). 

The  great  rapidity  with  which  this  N-retention  may  occur  despite  a  nor- 
mal calory  supply  and  normal  proteid  supply  has  been  noted  in  numerous 
studies  of  metalK)lism.'  In  this  connection  Liithje's*  latest  experiments  in 
forced  feeding  have  shown  what  can  be  done  by  means  of  abundant  food  dur- 
ing convalescence.  In  his  studies  of  convalescents  from  enteric  fever,  N-rcten- 
tion  of  from  10,  12  to  even  14  grams  of  N  per  day,  corresponding  almost  to 
100  grams  of  albumin  within  twenty-four  hours,  was  repeatedly  observed. 

This  N-addition  is  all  the  more  remarkable  because,  in  my  opinion,  we 
must  assume  that  the  retained  nitrogen  is  utilized  for  the  production  of  living 
protoplasm,  and  therefore  is  utilized  in  the  total  metabolism. 

1  May,  "  Der  StoffwooliHel  im  Fiobor."    Zcitsrhr.  f.  liiologic,  Bd.  xxx,  p.  41. 

^UirsrhfcUU  Dnttsch.  Arch.  f.  klin.  Med.,  1S82,  Bd.  xxx,  p.  28. 

^  Alhu,  "  I>ber  den  EiweiHsstoffwechsel  \\o\  chronischer  ITntoremUhruiig."  Zeitschr, 
f,  klin.  Med.,  Bd.  xxxviii,  p.  250;  here  also  the  other  literature. 

*  Liithje,  Ifeitrilge  zur  "  Kenntniss  des  Eiweissstoffwechsel."  Zeitachr,  f,  klin.  Med., 
Bd.  xliv,  p.  22. 
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With  such  an  amount  of  N-retention  there  is  no  possibility  that  we  are 
producing  only  a  temporary  retention  of  N-containing  products  of  metabo- 
lism (proteid  destruction).  Further  such  an  enormous  increase  cannot  take 
wholly  the  form  of  circulating  albumin  (in  Voit's  sense).  Neither  can  we 
call  it  "reserve  albumin"  (v.  Noorden),  if  this  term  is  meant  to  imply  that 
the  albumin  accumulated  during  convalescence  is  a  different  kind  of  albu- 
min from,  and  subject  to  other  laws  of  destruction  than,  the  ordinary  albumin 
of  the  organs. 

In  the  person  experimented  upon  by  Liithje,  whose  diet  for  twenty  days 
averaged  62.5  grams  of  N,^  after  a  reduction  to  16.7  grams  N,  N-equilibrium 
was  attained,  not  at  once  indeed,  but  within  three  or  four  days ;  and  even  after 
eight  days,  when  the  research  was  stopped,  but  small  losses  of  nitrogen  were 
shown. ^  In  view  of  the  obvious  tendency  toward  N-equilibrium  in  this  case 
there  is  no  reason  to  assume  that,  in  the  subsequent  period,  all  the  nitrogen 
(166.78  grams)  which  had  accumulated  during  twenty  days  of  the  albumin 
period  was  again  lost.  At  any  rate,  there  was  no  loss  in  weight,  although 
the  patient  after  leaving  the  clinic  and  while  living  on  a  freely  chosen  diet 
probably  did  not  consume  a  very  large  quantity  of  albumin. 

Apparently  then  the  amount  of  his  living  cell  substance  probably  remained 
large.  Consequently,  in  later  investigations  in  the  same  person  larger  quan- 
tities of  albumin  were  required  to  bring  about  a  large  N-retention,  a  phe- 
nomenon quite  in  accord  with  the  views  of  Pfliiger,  according  to  which  the 
degree  of  the  albumin  metabolism  is  dependent  upon  the  amount  of  living 
cell  substance  of  the  body. 

We  are,  therefore,  justified  in  holding  the  view  that  the  N-retention  in 
convalescents  is  not  due  to  the  retention  of  N-containing  urinary  products 
of  metabolism,  but  to  an  actual  accumulation  of  albumin  which  is  equivalent 
to  an  increase  of  living  protoplasm  and,  in  a  certain  sense,  to  an  increase  in 
the  activity  of  the  body.  Moreover,  we  must  not  always  consider  the  muscles 
of  the  body  alone,  and  for  this  reason  the  designation,  "  muscle-food,"  had 
better  be  avoided.  Richness  in  albumin  (increase  of  the  juices  of  the  flesh) 
is  only  the  necessary  pre-requisite  for  great  power  in  the  musculature,  and  it  is 
exercise  and  only  exercise  which  increases  power,  on  which  capacity  for  work 
is  directly  dependent. 

On  the  other  hand  a  decided  retention  of  nitrogen,  which  does  not  mean 
an  accumulation  of  albumin  (or  an  increase  of  living  protoplasm),  is  fre- 
quently met  with  in  renal  diseases.  Disturbance  of  the  nitrogen-equilibrium 
is  usual  in  these  affections. 

It  is  evident  without  further  elucidation  that  in  nephritis  which  is  a  con- 
sequence of  disease  of  the  excretory  organs  urinary  substances  are  prone  to 
remain  in  the  body,  and  we  are  therefore  not  far  wrong,  when  we  find  rela- 
tively small   amounts   of  nitrogen   in   the  urine    (in  comparison   with   the 

1  Corresponding  to  the  enormous  administration  of  390  grams  of  albumin  per  day. 

2  For  which  the  further  decrease  of  N-administration  to  15.6  grams  N  is  to  be  made 
partly  responsible. 
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amount  of  nitrogen  administered  in  the  food),  in  concluding  that  the  cause  is 
deficient  excretion  of  nitrogenous  products  of  albumin  metabolism  (Fleischer,* 
V.  Noorden  and  Ritter  ^). 

Because  of  this  fact,  as  well  as  because  days  with  increased  N-excretion 
often  follow  these  periods  of  decided  X-retention,  the  N-elimination  in  nephri- 
tis is  in  a  very  "  unaccountable  and  bizarre  state  which,  according  to  v.  Noor- 
den, characterizes  the  metabolism  of  renal  patients." 

But  we  are  here  dealing  wholly  with  disturbances  of  excretion;  there  are 
no  changes  in  the  amount  of  albumin  metabolism  (no  toxogenous  albumin 
decomposition). 

In  investigations  of  the  metabolism  of  gouty  patients  we  are  often  con- 
fronts with  irregularities  in  the  excretion  of  urea,  apparently  in  consequence 
of  functional  insufficiency  of  the  organs  of  excretion,  which  is  natural  if  we 
remember  that  renal  disease  often  complicates  gout  (Vogel,'*  SchmoU*). 

It  is  interesting  to  note  that  Rosemann  ^  lately  found  in  a  healthy,  or  appar- 
ently healthy,  young  man  during  a  long  investigation  in  metabolism  carried 
out  for  a  different  purpose,  a  decided  N-retention  with  subsequent  increased 
excretion  of  urea.  In  this  case  there  were  no  sufficient  grounds  for  the  assump- 
tion of  any  renal  disease.  On  the  other  hand,  the  person  experimented  upon 
had  suffered  for  years  from  a  cutaneous  affection  (occasional  attacks  of  urti- 
caria), and  it  is  conceivable  that,  in  consequence  of  this,  the  excretion  of 
watei:  through  the  kidneys  had  in  the  course  of  years  become  diminislied  in 
favor  of  that  through  the  skin;  and  that,  therefore,  the  N-elimination  by 
means  of  the  urine  had  suffered.  However,  the  excretion  of  water  in  the  urine 
during  the  period  of  N-retention  was  never  so  slight  in  this  case  that  the 
urine  could  not  have  excreted  more  nitrogen.  Rosemann,  therefore,  expressed 
the  opinion  that  a  prolonged  ingestion  of  iodin  was  responsible  for  the  dis- 
turbance of  N-excretion  (the  person  experimented  upon  had  suffered  from 
a  cutaneous  affection  for  years,  and  up  to  within  fourteen  days  of  the  test 
had  taken  potassium  iodid),  but  at  the  present  time  proofs  are  wanting  that 
the  secretory  activity  of  the  kidneys  can  be  thus  influenced  by  the  use  of  iodin, 
even  for  a  long  time. 

I  believe  that  every  one  who  has  made  many  quantitative  researches  in 
metabolism  has  occasionally  met  with  healthy  persons  in  whom,  in  spite  of 
the  most  careful  regulation  of  the  amount  of  the  food,  it  was  impossible  to 
attain  N-equilibrium.  In  such  persons  the  daily  N-excretion  constantly 
varies  up  and  down  when  we  are  attempting  to  get  at  the  average  figures.  Oc- 
casionally there  are  periods  of  relatively  low  excretion  lasting  several  days 

1  Fleischer,  Klinische  und  patholof^nsch-choniisehe  Beitrilge  zur  "  Lehre  von  den 
Xierenkrankheiten."     Dculschca  Archiv  f.  klw.  Mrd.,  vol.  xxix,  p.  129. 

2  V.  Noorden  und  Ritter,  "  Untcrsuchungen  iilwr  den  StoflFwechsel  Nierenkranker." 
Zeitschr.  f.  klin.  Med.,  vol.  xix.  p.   107. 

8  Vogel,  V.  Noorden's  Beitrilge  zur  "  Lehre  voni  Stoffwechsel,"  1894,  Heft  2,  p.  113. 

*  Schmoll,  *•  Stoffwechselversuehe  an  einem  Giehtkranken."  Zeitschr,  f,  klin,  Med., 
vol.  xxix,  p.  510. 

6  Rosemann,  "  I'el^er  die  Retention  von  Hambestandtheilen  im  KSrper."  Pfluger't 
Archiv,  vol.  Ixxii,  p.  407, 
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followed  bj  similar  peri<:pds  of  increased  N-excreHon.  This  phenomenon  is 
pttrttcularly  fni(uent  a^ml  familiar  when  the  subject  is  on  a  regim^e  rich  in 
albumin  (more  than  20  grams  of  N  in  the  daily  food). 

In  contrast  with  these  irregularities  of  the  excretion  of  nitrogen  in  the 
urine  wJiich  occasionally  ocvut  in  the  heahhy,  and  more  frequently  in  renal 
dt9eftse  and  in  gnut,  we  have  the  N-retention  which  ii*  observed  in  cachectic 
patients  during  the  formation  of  transudates  and  edemas. 

Concerning  tbi^  quite  a  number  of  investigations  have  been  made,  par- 
ticularly in  patients  with  hepatic  cirrhosis.  Several  times  during  the  reac- 
cumulafion  of  an  ascites  (after  paracentesis)  the  nitrogen  balance  has  been 
estimated  (Schubert,*  Marischler  and  Ozarkiewicz  *).  Tfmt  the  X-retention 
which  is  noted  in  these  ea^cs  does  not  indicate  an  actual  albumin  accumulation 
ia  clear.  Tlie  retaine*!  nitrogen  is  not  utilised  as  albumin  to  biiib)  up  tisssue 
but  goes  to  form  edema  or  ascites.  Authors  have  therefore  often  spoken  of 
a  "  pathological  "  N-retention,  and  explained  it  by  the  hypothesis  that  while 
the  organism  normally  possesses  the  faculty  of  destroying  albumin  and  dige^st- 
ing  it,  thid  function  is  now  lost.  Host  probably,  however,  purely  mechanical 
disturljances  of  absorption  here  play  a  r«>le  in  causing  the  retention  of  N. 
These  disturbances  depend  upon  clumges  in  the  amount  of  mineral  salts  in 
the  fluitb  of  the  \xh\\\  the  osmotic  changes  being  defjcndent  upon  variations 
in  the  concentration  of  these  salts  w^iich  cooperate  with  the  active  properties 
af  the  endothelia  to  govern  absorption. 

There  is  no  considerable  intercut  in  the  often-discussed  questinn  whether 
the  albumin  in  these  re-acco ululating  transudates  (ascites)  comes  from  the 
albumin  of  the  food,  or  whether  the  hf/dif  albumin  is  utilized.  The  question 
becomes  meaningless  if  we  discard  Yoit'^  different iatiou  of  two  varieties  of 
albumin  in  the  bmly  (organic  albumin  and  circulating  albumin).  This  deci- 
Rion  cannot  f)e  arrived  at  by  analysis  of  the  mineral  metalwlism  in  such  cases, 
for  the  albumin  of  the  food  has  been  absorbed,  taken  up  into  the  fluids  of 
the  tiody,  and  thence  also  into  the  cell  protoplasm :  thence  tofjefher  with  the 
organic  aWumin  it  issuer?  in  the  fluids  of  pathological  transudates. 

DISTURBAlfCES  IN  THE  ABSORPTION  OF  FOOD 

In  dotermining  the  food  requirement  of  a  patient,  we  must  consider  (a) 
changes  in  the  amount  of  oxidation  due  to  the  disease,  (h)  cfmsumption  of 
alliumin  due  to  toxic  influences,  and  (c)  other  factors,  important  among 
which  are  the  losses  of  energv*  which  the  body  suffers  by  giving  ofl^  food  sul)- 
aiance'%  which  it  should  retain. 

These  losses  are  so  manifold  and  so  various  that  it  is  impossible  to  place 
lem  side  by  side  as  efjuivalents.  Some  of  these  losses  are  not  susceptible  to 
quantitative  estimation;  on  the  other  hand,  in  so  far  as  they  are  due  to 

1  Hrhuhrri^  **  l>ber  den  X-  und  Cl-rriisntz  wiihrend  d<*r  Bildung  und  nach  der  Punk- 
tkm  i\vn  Ai*cif<«  IW  Lel>crcirrli<>Mr/*     Dinncrt.,  Brenlnu.  J8!>5. 

2  Mnrit^ehltr  und  t^zarkirwicz,  **  Stoff vi  echael  bei  abnfhmendem  and  zimehmendfTn 
Ascites/'    Arch,  f,  Verdauun^gkrankh.,  vol.  v,  p.  222. 
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faulty  absorption  of  food — and  this  is  to  be  especially  discussed  here — ^they 
can  be  well  controlled  and  have  in  fact  been  thoroughly  investigated. 

The  loss  in  material  which  the  body  suffers  from  profuse  sweating  is  rela- 
tively slight.  But  the  heat  equivalent  that  corresponds  to  the  evaporation 
of  one  liter  of  sweat  amounts  to  no  less  than  580  calories.  We  are  justified, 
therefore,  in  speaking  of  "  exhausting  sweats." 

The  food  requirement  of  the  patient  is  decidedly  increased  by  muscular 
work.  We  know  that  even  simple  muscular  tension,  without  any  accompany- 
ing effort,  is  expressed  in  an  increase  of  the  respiratory  metabolism.  It  is  not 
essential,  therefore,  that  there  should  be  a  pathologic  tendency  to  movement 
which  constantly  keeps  the  entire  musculature  in  action,  as  in  many  insane 
patients,  or  that  severe  convulsions  should  produce  such  shock.  On  the  con- 
trary, even  the  restlessness  of  a  patient  in  bed  with  increased  respiration  and 
cardiac  action  and  mild  tremor,  as  frequently  occurs  in  the  susceptible 
patient,  will  bring  about  an  increase  of  oxidation.  The  degree  of  such  in- 
crease in  metabolism  cannot,  however,  be  determined  quantitatively. 

The  conditions  are  still  more  difficult  if  we  attempt  to  estimate  the  loss 
of  substance  which  the  diseased  body  suffers  in  the  discharge  of  transudates, 
in  suppurating  wounds,  in  profuse  expectoration,  in  severe  albuminuria,  in 
long-continued  hemorrhage,  and  the  like.  There  can  be  no  doubt  that,  in  all 
cases  in  which  there  is  loss  of  the  body  albumin,  the  diet  must  be  arranged 
to  compensate  for  it  if  loss  of  weight  is  to  be  prevented. 

The  conditions  are  much  plainer  when,  in  consequence  of  qualitative  dis- 
turbances of  metabolism,  the  affected  organism  suffers  loss  because  the  food 
products  are  not  oxidized  to  their  normal  end  products,  and,  in  consequence, 
material  which  is  still  capable  of  oxidation  is  present  in  the  blood,  and  is 
excreted  unoxidized  or  imperfectly  oxidized  in  the  urine. 

The  sugar  which  the  diabetic  excretes  in  the  urine  is  lost  to  the  body  as  a 
source  of  power.  If  we  fail  to  take  account  of  this  we  overestimate  the  actual 
food-requirement  and  energy-interchange  of  the  diabetic.  With  a  suitable 
diet,  in  fact  with  a  diet  of  the  same  calo^'y  values,  we  can  produce  equilibrium 
of  metabolism  in  the  diabetic  as  in  the  healthy.  Only  the  food  must  be  given 
to  him  in  such  a  form  that  he  can  utilize  it. 

By  other  products  also,  which,  in  distur])ances  of  metabolism,  are  found 
in  the  urine  (acetone,  aceto-acetic  acid,  j8-oxybutyrie  acid,  cystin,  homogen- 
tisic  acid,  etc.)  energy  is  occasionally  lost  to  the  body. 

The  organism  always  loses  energy  when  there  is  insufficient  assimilation 
of  food  in  the  intestines.  This  occurs  in  the  healthy,  but  is  frequently 
and  decidedly  increased  in  the  sick.  Its  amount  may  be  accurately  deter- 
mined. 

In  the  healthy  estimation  of  the  calory  value  of  feces  such  as  are  dis- 
charged by  those  on  a  mixed  diet  has  led  Rubner  to  assume  a  reduction  of 
8  per  cent,  from  the  raw  calory  value  of  the  ingested  food  as  the  average 
amount  of  energy  thus  lost.  This  calculation,  however,  is  valid  only  under 
conditions  in  which  the  feces  are  made  up  chiefly  of  the  unabsorbed  residue 
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testinal  secretions,  aad  do  not  contain  remnants  of  food.  These  condi- 
tionij  are  realizetl  only  when  absorption  is  normal  and  the  food  is  suitable. 

This  assumption,  however,  is  not  true  in  health  if  the  diet  contains  sub- 
gtances  in  a  form  diflicult  of  ahsorption.  In  the  sick,  in  whom  the  mechan- 
ism of  digestion  as  well  as  the  mechanism  of  absorption  is  disturlied,  the 
QslimatioQ  of  the  food  lost  in  the  feces  is  absolutely  necessary,  for  we  cannot 
estimate  it  by  simple  subtraction. 

The  analysii^  of  feces  is  therefore  very  important  in  all  quantitative  cUb- 
ical  inves^ti  gat  ions  of  metabolism.  The  results,  eomymred  wilh  an  exact  esti- 
mation of  the  fmKl  ingested,  give  a  clear  idea  of  tlie  amount  of  food  assim- 
ilateii  in  the  intestinal  canal. 

Voit  demonstrate*!  in  his  laboratory  the  encrg>^-value  of  the  food  of  healthy 
persons  by  thu*j  estimating  the  part  which  remained  undigested  in  the  intes- 
tine and  in  the  fet*es  when  the  subject  was  given  various  diets,  simple  or  mixed. 
This  forced  us  to  investigate  the  manifold  pathologic  conditions  which  com- 
plicate the  mechanism  of  digestion  and  the  processes  of  absorption  and  to 
&tudy  the  absorption  of  and  utilization  nf  foml  in  these  conditions. 

The  researches  undertaken  in  this  direction  are  extremely  numerous,  and 
only  their  most  important  results  can  l»e  summarized  here. 

In  by  far  the  majority*  of  tliese  studies  we  have  limite<i  ourselves  to  esti- 
mating accurately  the  nitrogen  and  the  fat  during  (he  period  of  investigation. 
In  view  of  the  fact  that  tlie  disappearance  of  ca r b oh t/d rates  during  their  pas- 
sage through  the  intestinal  canal  is  accomplished  nut  only  by  alrsorjition 
through  the  intestinal  mucous  membrane,  but  also  by  decomposition  (fer- 
mentation), and  hence  that  the  residue  of  carliohydrales  found  in  the  feces 
docs  not  give  a  reliable  measure  of  the  actual  amount  usi^l,  carbohydrate  esti- 
mation in  feces  has  been  ipitte  commonly  negleclLHl  in  tliese  investigations. 
Only  lately  A.  Schmidt  *  has  minutely  investigated  this  question,  and  in  his 
**  fermentation  t«st "  has  given  a  method  for  determining  accurately  those 
portiona  of  the  undissolvetl  carbohydrates  which  are  susceptible  to  the  fiuids 
of  digestion,  yet  have  escaped  absorption.  His  projX)sition  to  utilize  always 
the  same  trial  meal  ((jualitative  and  quantitative)  for  the  quantitative  estima- 
tion of  tile  absorption  of  albumin  and  fat  in  disease  deserves  the  fullest 
consideration. 

The  investigation  of  the  alisorption  of  foo«i  in  pathologic  conditions,  in  80 
far  as  technic  and  quantitative  estimation  are  concerned,  has  now  reached  a 
high  d^ree  of  perfection. 

Comparatively  few  of  the  numerous  researches  in  metabolism  have  given 
noteworthy  and  po.niive  results  concerning  the  assimilation  of  food. 

The  researches  of  Fr.  M tiller  '-^  in  the  metabolism  in  jaundice,  which  are 
the  earlier  quantitative  investigations  at  the  bedside,  should  be  mentioned 
firsts  since  they  determine  a  very  important  decrease  in  fat  absorption  in 
;  of  occlusion  of  bile  from  the  intestine. 


I  J.  Rchmidt,  litnttftrhen  Arch,  f,  Iciin.  Med,,  Bd.  Ixi,  pp.  280  imd  545;   V^h.  gr,  f. 
ifu^trt  Mrd..  1808  unci  IHOft. 

«  Fr,  Miilhr,  *'  Uuter«uchung«n  tiber  Ikteriw.**    ZeiUckr,  f,  klin,  M^ed,,  Bd.  wi,  p.  45. 
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But  also  the  negative  results  of  many  investigations  which  showed  nor- 
mal or  almost  normal  absorption  in  such  pathologic  states — conditions  in 
which  with  a  certain  degree  of  justice  it  might  have  been  supposed  that  more 
serious  disturbances  were  present — have  given  a  basis  of  support  for  the 
dietetic  treatment  of  such  cases,  and  have  shown  the  fallacy  of  many  diet 
lists  based  upon  erroneous  ideas. 

I  refer  to  the  excellent  monograph  of  Ad.  Schmidt  and  J.  Strassburger.* 
in  which  the  results  of  their  researches  in  this  subject  are  compiled,  and  I 
shall  limit  myself  to  mentioning  a  few  researches. 

The  mal-assimilation  of  food  which  Fr.  Miiller  found  in  patients  with 
stasis  of  bile  is  limited  almost  exclusively  to  fat.  Miiller  found  in  the  feces 
of  his  patients  fat  amounting  to  87.4  per  cent,  (against  22  per  cent,  in  the 
healthy).  The  loss  in  fat  often  amounted  to  50  to  70  per  cent,  of  the  fat 
administered  as  food. 

The  same  decided  decrease  of  fat  absorption  was  afterward  observed  in 
occlusion  of  the  pancreatic  juice  from  the  intestine  without  complications 
(Deucher).^  In  a  case  of  carcinoma  of  the  head  of  the  pancreas,  in  which  no 
stasis  of  bile  was  present,  only  17  per  cent,  of  the  fat  introduced  was  absorbed; 
therefore,  the  simultaneous  action  of  pancreatic  juice  and  bile  is  necessary 
for  a  sufficient  absorption  of  fat  in  man. 

On  the  other  hand,  it  appears  from  the  reports  of  investigations  that 
neither  bile  nor  pancreatic  juice  is  necessary  for  the  complete  splUting  vp  of 
fats  in  the  intestinal  canal.  Not  only  the  fatty  stools  of  the  jaundiced  patient 
(Fr.  Miiller),  but  also  (according  to  Deucher)  the  feces  in  occlusion  of  the 
pancreatic  duct  contain  fat  which  is  chiefly  in  a  split-up  form  (up  to  80  per 
cent.) ;  therefore,  Deucher  teaches  that  we  cannot  count  upon  the  absence  of 
free  fatty  acids  in  the  feces  as  evidence  of  disturbances  in  the  pancreatic 
function. 

Predominance  of  free  fatty  acids,  naturally,  not  at  the  cost  of  the  neutral 
fats,  but,  on  the  contrary,  at  the  expense  of  the  soaps  (Deucher),  means  pre- 
sumably a  decrease  or  absence  of  the  pancreatic  juice  secretion. 

By  others  ^  in  individual  cases,  a  lessened  fat  splitting  has  also  been  ob- 
served in  connection  with  occlusion  of  the  pancreatic  juice  from  the  intes- 
tine. Volhard  *  has  showTi  that,  although  the  decomposition  of  neutral  fats 
is  primarily  the  function  of  the  pancreas,  in  cases  of  occlusion  of  the  pan- 
creatic juice,  fat  splitting  occurs  not  only  through  the  action  of  bacteria,  but 
also  through  the  action  of  the  gastric  juice  which  also  contains  a  fat  splitting 
ferment.  There  is  need  of  further  investigations  with  due  consideration  of 
this  factor. 

^  Ad.  Schmidt  iind  •/.  Strasshurgvr,  "Die  Filoos  des  Monsclien,"  Bonn,  1901. 

2  Druchcr.  "  StolTwechsoluntersuclninf^on  boi  Verscliliiss  dea  Ductus  pancreaticus." 
Corrcspondcnzbl.  f.  Schirrizer  AcrztCy  1898,  Nr.  11. 

3  Fr.  Miiller f  loc.  cit.y  Weintraud,  **  Die  Bedeiitunpr  des  qunntitativen  Stoffwechsel- 
versuclies  ftir  die  Diapnostik  inneror  Krankheiten,  inshesondcrc  von  Pankreaserkrank- 
ungen."    Die  Hcilkunde,  1898.  Heft  2. 

*  Volhard.  "  UelxT  das  fettspaltcnde  Ferment  des  Magens."  Zeitachr,  f,  klin.  Med., 
1901,  Bd.  xliii,  p.  397. 
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Except  in  the  ciisas  just  mentioneLl  a  decided  diminuHon  in  the  absorption 

of  fat,  e,  g.,  as  a  rt*stilt  of  disturhancc  of  the  gastric  elit'inisni,  has  not  yet  been 

'    observed.    With  insntfieient  or  increased  HCl  in  the  gastric  jnice,  and  also  in 

complete  aehylia   (afM?psia),  the  fat  appearing  in  the  feoes  does  not  amount 

j     to  more,  or  to  but  verv  little  more,  than  the  irsiial  percentage. 

On  the  other  hand,  nnn^<llally  large  amnunts  of  fat  are  found  in  the  dis^ 
charge^i  in  dii?ease  nf  the  intestine  (aroyli)i<l  degeneration,*  tabes  mesentenca,* 
1  chronic  intestinal  tuberculosis  with  chronic  tul>ercular  peritonitis^'  fatty  diar- 
rh«*a  [Bieilert  •]). 

Regarding  the  laws  of  alhnmin  ahgorpilon  m  the  siek,  v.  Xoorden  ®  has 
demonstrattHl  the  surprising  faet  tluit  tlie  absence  of  HCl  in  the  gastric 
juice,  in  spite  of  its  great  importance  for  the  peptonizing  of  the  albumin  bodies 
which  is  necejtsary  for  their  alisorption,  nowise  iufluenet^  the  assimilation 
of  the  latter.  Patients  with  disease  of  tlie  stomach,  with  anaridify  and  with 
hyperacidity,  allowed  a  quite  noruuil  power  of  allrumin  absorption  in  the 
int^tine. 

But  later,  in  cases  of  apepsia  gastrica  ®  and  of  pernicious  anemia '  in 
which  not  only  HCl  but  also  the  digestive  ferments  of  the  gastric  juice  were 
absent,  slight  diminution  in  the  !d)sorption  of  alluimin  was  observed.  It 
must,  however,  be  remembcrwi  that  in  these  conditions  there  is  often  not 
only  indepejidcnt  disease  of  the  muc*ous  membrane  of  the  stomach,  but  (as  the 
anatomical  findings  in  individual  eases  luive  also  sho\m)  tictua!  atropfiy  r^f  the 
glands  in  the  intestinal  mucous  membrane,  Hcnee  it  is  easily  understood 
how,  in  the  absence  of  any  peptic  etlcct  upon  the  albumin  in  the  stomach, 
the  vicarious  intestinal  digestion  wliicli  nnlinarily  occurs  rh>es  not  produce 
complete  absorption. 

The  slight  alhumrn  losses  in  the  feces,  which  amnunt  to  frrtm  H  per  cent 
to  15  per  cent.,  instead  of  7  per  cent,  as  in  health,  iu  these  cases  and  also  in 
complete  occlusion  of  bile  from  the  intestinal  canab  are  in  sharp  contrast  with 
the  great  losses  which  oc*cur  in  occlusifm  of  the  pancreatic  juice  (Deucber, 
Weiutraud,  Inc.  Ht). 

In  extensive  disea-H*  of  tlie  intestinal  mucous  meuibraue  (as  in  an  atrophic 
nursling),"  in  intestinal  amyloid  disease,*  in  extensive  intestinal  tuberculosis*" 
j     great  Josses  of  nitrogen  have  !)ecn  observed  in  the  feces. 

1  t  Fr.  MQUer,  /<kj.  cU. 

^H     'Ad.  fichmidt,  lac.  ciL 

^^H    s  Wfintraud,  loc>  cit, 

^^H    *  Hud^^t,  Jahrbuch  der  Eindcrheilknndjt^  B«l,  xxviii.  p.  2L 

^^■^    *  r.  \fM»rdrn,  "  Die  AusnUtzunj;;  dcr  Nnhrung  bei  Mii^'**nkriinkon.' 

^Bocf.,  Nr.  17,  p.  mi. 

^^H    *  8imu*B,  **  l*ntersu€bungrii  fihoT  die  Rfsorption  uiul  (J**n  Stoffwodisi*!  lun  Ajiepsia 

^^liitrica."    XiitHrhr.  f.  klin.  ited,,  Bd.  \li,  p.  2m. 

T  Erbrn  und  ^trt/sknt,  '*  KliniAchcht'niische  8tadk*n."  Zntuchr,  f.  kUn,  ^ffd,,  Bd. 
xlt  p.  l'i»'>. — Mi/rnzcirfikit  **  Stoffwechsetversuchc  bei  sscyiweren  AniirinVn."  Vire^oiP** 
Anhir.  Bd.  clii.  llvH  2. 

^ HuhmT  und  Rt-ubntr,  "Die  kanstliche  Ernnliriin^'  eint's  noraiuleii    uiid  i-ines  atro- 
phiacbcn  Sati^lings.*'     Ztitschr.  f.  Biologie,  Bd.  xxxriy,  p.  316. 
•  Muttrr,  lor,  cit. 
^Weintraudf  loc.  cU* 
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Conditions  of  stasis,  as  in  disease  of  the  heart,  do  not  cause  decided  lo>.< 
in  albumin  absorption  (Grassmann  ^)  neither  are  diarrheas  of  mild  grade 
combined  with  a  decrease  in  the  assimilation  of  albumin  in  the  intestine  (v. 
Hosslin).^ 

We  know  from  the  researches  of  v.  Mering  that  the  absorption  of  carbo- 
hydrates in  the  intestinal  canal  (in  the  form  of  sugar)  does  not  take  place 
so  much  by  the  chyle  tracts  as  by  means  of  the  circulation,  and  that  they 
are  introduced  through  the  roots  of  the  portal  vein  into  the  general  circula- 
tion. We  might  expect  that  circulatory  disturbances  in  consequence  of  stasis 
of  the  portal  vein  and  in  uncompensated  valvular  disease  would  seriously 
interfere  with  the  absorption  of  albumin. 

The  investigations  of  Grassmann  in  persons  with  valvular  disease  did  not 
show  any  such  influence  from  disturbance  upon  the  circulation,  and  many 
later  studies  of  assimilation  have  not  demonstrated  a  decided  decrease  in 
carbohydrate  absorption.  Even  in  Deucher's  investigations  in  patients  with 
occlusion  of  the  pancreatic  juice  from  the  intestines,  the  absorption  of  carbo- 
hydrates is  complete.  Nevertheless,  the  pancreatic  juice  contains  the  most 
active  saccharifying  ferment  known. 

The  negative  results  obtained  probably  depend  in  part  upon  the  unreli- 
ability of  the  method  previously  in  use.  It  was  therefore  a  matter  of  great 
importance  when  A.  Schmidt  with  a  uniform  diet  (test  diet),  and  by  means 
of  a  new  method  (fermentation  test),  taught  us  to  discern  the  finer  disturb- 
ances in  the  absorption  of  carbohydrates. 

In  numerous  investigations  undertaken  in  association  with  Strassburger ' 
he  succeeded  in  recognizing  a  pathological  condition  (in  which  the  clinical 
symptoms  were  not  very  pronounced,  but,  nevertheless,  were  sufficiently  char- 
acterized by  an  incomplete  digestion  of  starch)  as  a  not  uncommon  disturb- 
ance of  function  of  the  small  intestine  (in  a  broader  sense,  including  the 
pancreas  and  the  upper  large  intestine).  Only  by  a  quantitative  study  of 
metabolism  can  a  positive  diagnosis  be  made  (intestinal  fermentative  dys- 
pepsia). 

In  conclusion  we  must  refer  to  the  great  importance  of  quantitative  clin- 
ical researches  in  absorption,  in  the  healthy  and  in  the  sick,  as  helping  us  to 
decide  upon  the  merits  of  the  nutritive  preparations  with  which  chemical  in- 
dustry has  flooded  the  market  during  the  last  ten  years.  The  new  albumin 
preparations,  in  particular,  have  thus  instigated  researches  in  the  clinic,  and 
the  studies  in  metabolism  upon  which  the  employment  of  neutrose,  eucasin, 
tropon,  plasmon,  and  roborat  are  based  are  certainly  not  few.  The  degree  of 
absorption  as  shown  by  quantitative  investigations  in  metabolism,  together 
with  practical  experience  at  the  ])ed.side,  will  always  be  the  best  measures  of 
the  actual  value  of  such  f(X)d  preparations. 

1  drdssmann,  "  Die  Resorption  der  Nahrunjj^  bci  Herzkranken."  Zeitschr,  f.  klin, 
Med.,  Bd.  XV,  p.  183. 

2  r.  Hfisslin,  Experimentolle  Beitrilpe  zur  "  Frage  der  Ernilhrung  fiebcmder  Kranker." 
Virchoir's  Archiv,  Bd.  Ixxxix,  p.  05. 

'"Schmidt  und  StrasshurgcTf  Dcutschcs  Arch.  f.  klin.  Med.,  Bd.  Ixix,  p.  570. 
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In  the  pursuit  of  knowledge  regarding  ineiabolism  in  pathological  eondi- 
<iofi».  also  in  the  nutrition  of  tlio  sick,  in  the  last  twenty  years,  it  would 
be  unjust  to  ignore  the  importanec  of  the  dffTUUttk  point  of  vit'w  in  the  inves- 
tigatioQ  of  the  proce&tien  of  nietaholism,  win  eh  to-day  dominates  pathology 
as  well  as  physiology. 

On  the  other  hand,  however,  we  eanru*!  hv  loo  careful — when  relying  upon 
a  law  bas€?d  upon  the  combustion  value  of  individual  fnod  product.-^— in  con- 
sidering the  fpiantitntive  exclusively,  or  even  to  such  an  extent  as  has  been 
the  cu-stom  of  the  average  student  of  metabolism  in  the  hist  few  years. 

PrimarUy  it  is  practical  experience  at  the  bedside  which  should  dictate 
the  diet,  and  not  theoretical  knowledj?e  *if  food  requirement,  however  well 
founded.  The  patient  cannot  he  nourislied  with  calories  alone,  and  it  would 
certainly  restrict  the  further  progress  of  our  knowledge  of  the  laws  of  nutri- 
tion if  we  should  consider  the  caloric  value  of  the  individual  foods  more,  and 
the  individual  digestibility  and  tolerance,  the  manner  of  preparation,  etc.,  of 
foods  less. 

All  honor  to  the  calory  reckoning  of  the  food — it  is  of  incstimalile  value 
in  the  treatment  of  chronic  diseases — Irut  we  must  beware  of  carrying  it  too 
far*  In  practice  we  have  a  sufficiently  well-founded  dietetic  treatment,  espe- 
cially in  acute  disease,  without  calory  reckonings. 

But  apart  from  thii?  limitation  of  its  value  in  practical  dietetics,  which  is 
not  to  be  misunderstood,  the  purely  dynamic  conception  of  processes  of  metah* 
ollsm  has  not  always  influence*!  our  scientific  understanding  and  research  in 
these  problems  in  a  fortunate  way. 

r|»on  one  of  the  first  pages  of  Hoppe-Seyler*s  Physiologic  Chemistry, 
these  words  are  italicized:  "The  process  of  life  of  tlie  organism  is,  in  the 
main,  a  complete  mystery/' 

When  we  read,  however,  in  modem  clinical  researches  in  metabolism,  that 
in  the  form  of  albumin,  fat  or  carbohydrates  only  such  and  such  calories  are 
to  be  allowed  in  the  diet^  or  are  to  be  eliminated  from  the  diet,  in  order  to 
increa^  or  to  diminish  the  proteids  or  fat  of  the  body,  or  definitely  to  influ- 
ence the  activity  of  the  organism  in  this  or  that  dirwtion,  we  might  almost 
believe  that  the  veil  liad  long  l>een  lifk-d  from  the  mystery,  while  in  reality 
we  are  as  far  from  a  solution  as  we  were  in  the  period  in  which  Hoppc-Scyler 
wrote  the  foregoing  words. 

In  the  modern  pathology  of  metalwlism  the  view  is  constantly  becoming 
more  prominent  that  the  calory  carriers  of  lire  introduced  food  are  simply 
decomposed  in  the  daily  metabolism  of  the  body  wUhout  having  herome  an 
integral  constituent  of  the  organiifm.  This  prevents  us  from  studying  the 
problem  of  life,  and  the  investigator  geiij  his  inspiration  not  from  the 
of  a  speedy  solution  of  the  problem  but  purely  in  the  exhilaration  of 
steady  work  and  steady  progress  upon  the  path  already  trodden;  still  the  goal 
itself  must  never  l>e  lost  sight  of. 

This,  however,  is  the  case  if  the  view  is  accepted  m  final  that  the  mystery 
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of  life  was  long  ago  solved  by  the  hypothesis  that  the  organism  is  a  machine 
in  which  the  food  products  undergo  combustion  somewhat  as  in  an  oven, 
thereby  becoming  a  source  for  the  production  of  heat  and  force. 

This  is  what  Liebig  assumed  for  the  N-free  foods  (carbohydrates  and 
fats),  which  he  therefore  designated  as  respiratory  materials;  because  thev 
undergo  combustion  without  taking  part  in  the  structure  of  the  body  he  did 
not  consider  them  true  foods.  In  true  metabolism,  in  the  decomposition  of 
products,  in  labor  and  in  the  regeneration  of  tissue  destroyed  thereby,  they 
have  no  part  according  to  his  conception.  And  when  Voit  explained  the 
decided  increase  of  albumin  decomposition  upon  adding  albumin  to  an  already 
sufficient  diet  by  an  increase  of  ^^circulating  albumin,"  and  (in  place  of  the 
"luxury  consumption"  of  albumin,  which  was  the  current  theory)  showed 
the  special  conditions  of  decomposition  of  circulating  albumin,  making  it 
responsible  for  the  increase  in  albumin  decomposition,  then  it  was  proclaimed 
that  albumin  also  may  be  decomposed  without  being  taken  up  into  the  organic 
parts  of  the  body.  Thus  the  opinion  became  more  deeply  rooted,  favored  by 
the  purely  dynamic  conception  of  the  food  products  as  carriers  of  energy, 
that  without  any  entrance  of  the  food  into  the  tissue  of  the  living  cells,  the 
condition  of  the  body  could  be  influenced  by  the  food  in  the  circulaiion,  where 
the  nutritive  products  were  supposed  to  be  built  up  by  transference  into  higher 
stages  of  oxidation.  In  this  manner  the  organism  was  supposed  to  be  able  to 
utilize  its  food  and  the  energy  resulting  to  cover  its  losses  in  heat  and  mechan- 
ical labor. 

This  conception  found  decided  support  in  the  demonstration  by  Voit  that 
muscular  labor  does  not  go  hand  in  hand  with  an  increased  albumin  decom- 
position. 

Many  objections  may  be  raised,  however,  to  such  a  conception  of  the 
processes  of  nutrition.  Since  this  conception  occurs  particularly  in  the  arti- 
cles on  metabolism  written  by  clinical  pathologists  it  is  probably  to  be  ex- 
plained by  the  historical  development  of  the  pathology  of  metabolism  on  the 
basis  of  Voit's  law  of  metabolism  and  nutrition. 

Certainly  much  would  have  been  otherwise  if  the  principles  which  Pfliigor 
advocated  in  his  numerous  publications  had  been  accepted. 

In  many  clinical  researches  of  metabolism  the  subject  of  investigation  can 
only  be  comprehended  after  considering  its  historical  development. 

I  shall  only  refer  to  the  question,  still  mooted,^  whether  alcohol  is  a 
nutrient  and  an  albumin  saver.  As  a  carrier  of  energy  alcohol  is  of  even 
greater  importance  than  the  carbohydrates,  the  recognized  albumin  savers 
(one  gram  of  alcohol  =  7  calories,  one  gram  of  carbohydrates  =  4.1  calo- 
ries). 

How  could  this  question  have  been  so  long  disputed  if  alcohol,  following 
the  dynamic  laws,  simply  undergoes  combustion  in  the  body,  and  in  this 
manner  offers  its  energy  value  to  the  organism?  And  why,  in  the  numerous 
clinical  investigations  of  metabolism  in  regard  to  the  albumin-saving  action 


1  R.    Rosrmanti,    "  Urher    dio    anjjf^blioho    ciweisssparonde    Wirkung    des    Alkohols." 
Pflug€r*8  Arch.,  Bd.  Ixxvii,  p.  405;  here  also  the  other  literature. 
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of  alcohoK  does  it  so  constantly  strike  us  that  the  results  of  research  are  con- 
flictiog  and  permit  different  explaxiations  ? 

Becau^  the  whole  process  is  without  doubt  quite  different  from  our  ordi- 
naiydjmainic  conception  of  it.  Alcohol,  after  alisorption,  is  not  only  dorom- 
pQ$ed  into  carbonic  acid  and  water,  and  thus  converted  into  a  definite  amount 
of  heat,  bat,  moreover,  it  enters  the  protoplasm  of  the  cells  where  all  oxida- 
tion takes  place,  and  there  modifies  the  rlestruction  of  the  protoplasm. 

For  the  same  reason  the  carbohydrafes  and  fats  do  not  act  isodynamioally 
in  regard  to  ali*unun  savincr,  a^  would  be  the  case  if  the  supfily  of  heal  repre- 
fiented  by  them  became  free  in  the  circulation.  In  fact  the  carbohydrates 
are  more  active  than  the  fats  in  the  physiologic  experiments. 

By  the  appearance  of  acetone  Ixxlies  after  the  complete  withdrawal  of 
carbohydrates,  patholog}^  indicates  that  not  only  quantitatively,  but  also  fjuali- 
tatively,  the  deiitmction  of  the  cell  protoplasm  occurs  in  different  ways,  accord- 
ing to  whether  the  carbohydrate  molecule  or  the  fat  mf>lecule  is  found  in  the 
cell  which  dominates  the  processes  of  decomposition. 

It  has  already  been  mentioned  that  the  newer  facts  reg^arding  the  condi- 
tions and  the  occurrence  of  the  accumulation  of  albumin  are  very  dillicult  to 
reconcile  with  Yoit's  laws  of  albumin  metal>olism» 

The  fact  that  gelatin,  and  as  JIann  *  has  lately  shown,  also  elastin,  even 
although  they  arc  inferior  to  fat  as  calory  carriers,  are  far  superior  as  albu- 
min saver*!,  ct?rtifies  beyond  doubt  that  the  niirogrn-roninitiinfj  food  mole- 
cule of  the  bfHly-ceU  in  which  decomposition  takes  place  brings  with  it 
iomething  else  than  the  calories — something  which  influences  metabolism^ 
independently  of  the  calories  which  it  brings. 

Analogous  with  this  is  the  remarkable  observation  of  Loewir  who  fed  a 
dog  with  N^free  starch  and  cane  sugar  as  the  sole  carriers  of  nitrogen  and 
With  solnble  products  of  conJinoous  pnnrreas  digestion  until  the  complete 
disappearance  of  the  biuret  reaction.  Thus  he  managed  to  produce  nitrogen 
equilibrium.  Therefore,  the  dog  must  have  formed  albumin  synthetically 
from  the  nitrogen  carriers  in  solution  (from  amido  acids,  ammonia,  purin 
baaee  and  hexon  bases). 

This  proof  was  necessary  to  throw  light  upon  many  physiologic  and  patho- 
logic processes  of  metalKilinm.     I  sball  mention  only  one  more: 

According  to  the  dominant  teaching,  it  was  fonnerly  very  difficult  to 
answers  questions  which  arose  as  to  the  origin  of  muscular  power.  Voit  was 
the  first  to  show  that  increased  muscular  labor  is  not  expressed  by  a  decided 
increase  of  albumin  decomposition  (in  the  balance  of  metabolism),  and,  in 
opposition  tn  the  views  of  Liebig  who  believed  albumin  decomposition  to  be 
inseparably  combined  with  the  activity  of  the  organs,  regarded  the  nitrogen- 
free  food  products  as  the  source  of  energi"  from  which  the  organs,  without 
suffering  in  their  substance,  derived  energy  for  their  functions. 

Now  the  newer  investigations  of  Caspar!  actually  show  an  accumulation 

>  Uann^  "  t  Vbcr  dii*  Vorhalten  de«  Eliuitins  im  Stoffwechsel  des  Menschen/*    Areh. 
iLoruH,  "Ueber  El weissji}!) these  im  ThitTk5rp«r."     Ctntmlhl  f.  Phff»iol,  Bd.  xv. 
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of  albiioiiri  (nitro^^en  retention )  during  forced  mitsntJar  labor.  Is  it 
h\(i  tliiit  the  mu.scnlar  innchine  acts  m  wonderfully  that  it  is  not  subject  U 
wear  and  tear,  but  actually  develops  during  this  condition,  while  it  transfe 
the  energy  suppliod  hy  the  carbohydrates  into  living  force?  Or  are  the  con- 
ditions  in  reality  quite  different,  and  are  nitrogen-free  substances  reall 
burned  in  the  nuisele  during  its  work,  or,  on  the  contrary,  does  it  decompos 
the  specific  albuminous  protoplasm  of  the  nmscle  ceil  m  that  the  nitrogt 
also  at  once  decomposes  like  the  albumin  of  the  muscle,  and  is  utilized  foi 
the  reconstruction  of  muscular  albumin?  Yerworn  assumes  that  in  muscul 
activity  the  biogen  mnleeule  which  represents  living  albumin  decomposes  inti 
atom  groups  containing  nitrogen  and  non-nitrogenous  atoms,  of  wliich  onl; 
the  latter  are  excreted  in  metabolism,  whereas  the  former  regenerate  to  cotn^ 
plete  biogens.  That  we  must  recognize  fujfithrlic  processes  if  we  are  to  niaki 
such  an  assumption,  cann<»t  l>e  thought  remarkable  after  what  has  bc^en  said 
For  does  not  the  animal  organism  evolve  from  inorganic  iron  such  a  high  I; 
complicated  molecule  as  is  represented  by  hemoglol>in?  It  produces  syn^ 
thetically  nuclear  albumin  from  its  components,  etc. 

If  we  dismiss  the  view  that  each  mole<^ule  of  food  which  is  absorbed,  and 
is  required  l>y  the  organism  to  maintain  its  vital  functions,  is  at  once  in  all 
its  constituents  decomposed  into  end-products  of  metabolism  and  quantita- 
tively excreted,  then  many  other  points  in  the  pathology  of  metaiwlism  for- 
merly difficult  to  understand  will  be  made  clear.  J 

When  nuclei n  decomposition  ot:curs  in  the  body,  the  phosphoric  acid  edU 
cretion  is  frequently  not  uniform  with  the  excretion  of  alloxur  bodies;  appar- 
ently because  phosphorus  is  retained  for  the  purpose  of  nuclein  synthesis,  for« 
the  regeneration  nf  the  nuclein  which  has  been  lost,  ^ 

After  complete  withdrawal  of  carbohydrates,  the  amount  of  sugar  excreted 
in  severe  eases  of  diabetes  (as  has  lately  he^m  frequently  observLMi)  niay_ 
exceed  the  quantity  which  may  be  assumed  to  be  formed  from  albumin.  Befl 
fore  we  speak  of  a  sugar  formation  from  fat,  we  should  think  of  a  renegera- 
tion  of  the  X-c*ontaining  part  of  Ihe  albumin  molecule  after  splitting  oiT  the 
carbohydrate  group,  perhaps  with  the  aid  of  the  atom  groups  taken  from 
the  fat  molecule.  This  is,  however,  quite  different  from  a  direct  sugar  forma- 
tion from  fat  expressed  in  chemical  equation.  It  is  simultaneous  splitting 
and  synthesis,  a  work  of  the  living  cell,  whose  effort  toward  regeneration 
becomes  grealer  the  more  its  protoplasm  is  involved  in  decomposition. 

In  the  study  of  the  pathology  of  mctaliolism,  we  must  escape  from  the 
narrow  confines  of  views  which,  in  the  discipline  of  student  days,  were  of 
certain  value  to  us,  but  which  nuist  no  longer  be  a  barrier  to  development. 

The  opinion  must  probaljly  be  discarded  that  the  amount  of  decomposi- 
tion of  animal  protoplasm  (living  substance ),  that  is,  the  amount  of  metabo- 
lism necessary  to  maintain  life,  is  equal  in  all  individuals  and  at  all  times. 

Of  course  the  common  estimation  of  the  amount  of  total  energy  consump- 
tion in  clinical  metabolism  investigations  is  not  decisive  in  judging  this 
question.  Slight,  and  even  scarcely  noticealjle  ditTerences  in  the  activity  of 
different  individuals  (greater  muscular  exertion,  etc.)  may  produce  vary- 
ing degrees.     Ilence  the  difference  of  twa  values  obtained  under  similar  con- 
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ditions  of  research  should  not  have  too  great  nTipnrtance  attached  to  it,  a^  the 
idenHty  of  the  conditions  is  only  a|i|)iirent. 

Nevertheless  the  low  nutritive  values  which  arc  sutllcient  to  maintain  life 
after  prolonged  nnder-nutrition  and  in  some  cases  of  diahctcs  are  of  no 
importance.  That  in  isome  obese  persons  an  extreme  diminution  of  the 
calory  supply  is  actually  necessary  Itefore  they  l»e^in  to  lose  weight  also  makes 
it  likely  that  here  a  fundanicutal  pro[)crty  of  the  living  cells  is  change*!,  so 
that  the  degree  of  their  energy  of  dceom|iosition  has  I>ecn  diminished.  And 
the  contrary  experience  that,  in  some  perfectly  healthy  persons,  even  with 
a  food  very  rich  in  calories,  it  is  impossilile  to  produce  aji  increase  in  weight, 
makes  us  doubt  whether  in  this  case  the  amount  of  food  is  really  the  decisive 
factor  in  the  interchange  of  energy.  On  the  contrary,  cases  of  this  kind 
make  it  more  likely  that  there  is  an  iQcreased  energy  of  the  cells  and  so  an 
actual  ^*  Inxury  consumption/' 

In  practice  these  individuals  do  not  always  present  such  conspicuous  exfer- 
Ttfil  sigTis  of  a  lively  temperament  that  the  increase  in  metabolism  can  be  ex- 
plained by  an  increased  activity  of  the  muscles ;  and  we  are  the  more  inclined 
to  search  for  an  individual  anomaly  of  protoplasmatic  activity,  if  such  an 
assumption  can  ]k»  in  consonance  with  the  dominant  teaching. 

The  dynamic  theory,  which  has  been  of  inestimable  value  in  making  us 
recognize  in  biology  ihv  force  of  the  law  of  conservation  of  energy,  naturally 
lays  particular  stress  only  upon  the  intake  and  output  of  the  organism.  But 
this  theory  dcM?s  not  exclude  intermediary  metabolism  from  consideration  in 
the  future.  The  importance  ni  inorganic  salts  will  then  appear  in  its  proper 
light;  they  are  indispensable  in  the  food;  nevertheless,  because  they  do  not 
bring  tension  iK>wer  (calories)  into  the  organism  they  have  no  part  assigned 
to  them  in  the  dynamic  conception  of  the  processes  of  metabolism  and 
nutrition. 

Again  we  must  rememl>cr  that  in  the  animal  organism  we  have  not  only  ten- 
sion energy  consumed,  but  sources  of  energy  newly  formed  (ferments). 

Although  researches  in  the  realm  of  the  pathology  of  metabolism  will  be- 
come much  more  complicated,  when  all  these  facts  are  Imrne  \n  mind  the 
desiralile  result  will  \w  attained  that  clinical  pathology  of  metabolism  will 
become  deeper  but  less  expansive. 


In  modern  therapy,  dietetic  cures  are  l>oconiing  more  importarit  frora 
year  to  year,  particularly  those  which  are  intended  to  inOuence  the  entire 
nutritive  condition.  Originally  contined  to  the  domain  nf  internal  disease^?, 
they  have  become  familiar  to  the  f?urgeon  and  g}mecologist,  and  no  less  valu- 
able to  them  than  to  the  specialist  in  clinical  nn^^licine.  It  is  well  worth 
while  to  consider  the  salient  features  of  these  cures,  without  expecting  that 
much  that  is  new  will  lie  ]iromulgated.  For  the  fundamental  laws  are  well 
known,  though  their  application  to  practice  is  eternally  new,  Wlicn  the  indi- 
viduality of  each  ]>atient  has  to  he  considered,  the  rulej=i  lose  their  supposed 
uniformity  and  their  diagrammatic  aspect.  Uniform  and  self-evident  as  the 
method  is  when  formuhited  in  theory,  in  practice  each  particular  dietetic 
treatment  brings  with  it  n^nv  dilliculties,  new  demamis,  and  when  the  art  of 
the  physician  has  succeeded^  he  invariably  experiences  the  gratilicatioii  of  an 
artistic  triumph. 

1.   CONCEPTION  OF  THE   "CONDITION  OF  NUTRITION" 

When  we  speak  of  a  person's  "  condition  of  nutrition  *'  we  mean,  in  the 
first  place,  his  development  of  adipose  tissue ;  but  not  only  this  is  to  be  con- 
siderefl,  for  the  state  of  the  muscles  is  of  no  less  importance.  Their  devel- 
opment is  not  always  |froporti(jnate  to  the  amount  of  fat.  There  are  many 
persons  who  are  deficient  in  fat  and  weak  in  nuiscle,  and  many  who  are  rich 
in  fat  and  strong  in  muscle.  But  there  is  a  third  class  who  are  of  strong 
muscular  power  and  deficient  in  fat,  and  a  fourth  who  are  lacking  in  muscle 
and  rich  in  fat. 

0/  most  imporkmce,  of  coursf\  is  the  condition  of  ike  mitschs,  all  the 
more  so  since  with  pow^erful  muscles  w^e  expect  a  normal  composition  of  the 
blood  and  of  the  most  important  glandular  organs.  In  every  treatment  by 
which  we  hope  to  influence  the  *' condition  of  nutrition''  tlic  pTotef;tion  of  the 
muscles  must  he  kopt  in  minrl,  or,  stated  more  generally — the  living  ami  func- 
tioning protoplasm  of  the  body  must  be  protecttxh  and  if  possible  improved, 
so  that  the  maximum  of  its  development  may  be  attained. 

How  great  is  tlie  amovtit  of  fat  on  the  body — leaving  out  of  considera- 
tion pathologic  leanness,  pathologic  obesity  and  special  instances  (see  below) 
—is  of  less  signiticance.  There  is  no  generally  accepted  standard  for  a  nor- 
mal amount  of  fat.  Between  emaciation  on  the  one  hand  and  obesity  on  the 
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other  hand,  there  is  a  wide  space  for  the  cont'eption  of  a  "  medium  state  of 
iiiitrition/*  Although  this  eoeeejition  permits  no  positive  statement  as  to 
the  amount  of  hujierthious  fat.  no  definite  hody-weight,  no  distinct  rehition 
between  weight  and  size,  age  and  ^ex^  that  ean  he  called  normal,  it  must, 
nevertheless,  be  maintained  that,  for  each  individual,  there  is  a  definite  stand- 
ard for  the  condition  of  nutrition,  parlicufarfrj  with  regard  to  the  amount  of 
fat.  To  recognize  tlus  optimimi  i^  the  duty  of  the  physician,  and  presup- 
pt>8es  much  thought  nnd  experience,  fiood  judgment  will  take  into  considera- 
tion the  state  of  health,  the  competency  of  all  the  organs,  and  the  entire  mode 
of  life.  A  few  examples  will  illustrate  this.  Experieut^  teaches  ns  that 
persons  who  are  predi.^poscd  to  tuhurculosis  are  endangered  by  leanness,  and 
that  a  certain  degree  of  corpulence  protects  them.  Neurasthenics,  as  a  rule, 
feel  better  if  they  have  a  large  amount  of  adijrose  tissue.  For  patients  suflfer- 
ing  from  disease  of  tlie  heart,  Bright's  disease,  and  emphysema  the  slightest 
ariioiint  of  sufjcrtluous  fat  is  an  evil,  and  in  diseases  tluit  affect  the  organs 
of  motion,  obesity  is,  at  least,  the  cause  of  great  annoyance.  Persons  who 
perform  bard  lalwr  continue  in  better  health  and  are  more  capable  of  working 
if  their  adipose  tissue  is  not  too  greatly  developed.  Those  who  have  passed 
the  prime  of  life,  and  are  no  longer  compelled  to  work  hard,  bear  a  certain 
development  of  eorpiilency  better  th^in  those  jnst  beginning  the  struggle  for 
existence.  These  points  will  be  amplified  in  the  description  of  the  indica- 
tions for  over^nutrition  and  under-nutrition. 

It  follows  from  what  has  been  said  that  in  all  treatment  by  which  we 
attempt  to  influence  nidrition,  we  must  first  of  all  try  to  maintain  and 
improve  the  muscles;  in  certain  cases,  however,  we  attempt  nutritive  cures 
in  whieh  increase  or  diminution  of  adipose  tissue  represents  the  sole  aim  of 
the  treatment.  Even  in  tbesc.  however,  the  state  of  the  muscles  must  not  be 
lost  sight  of.  The  ifuj>ortance  of  this  must  he  emphasized,  for  very  frefjueritly 
it  is  forgotten.  We  sometimes  see  patients  with  weak  muscles  who  in  the 
process  of  **  strengthening ''  are  fattened  by  various  means,  and  when  the 
cure  is  done  we  find  obese  subjects  with  fet^ble  muscles.  Again  we  see  corpu- 
lent persons  subjected  to  such  irrational  antifat  cures  that  not  only  the  fat 
but  also  the  muscles  nml  lilood  are  depleted,  and  the  activity  of  their  func- 
tions permanently  injureih 

Our  theme  will  he  the  question :  ITow  far  can  and  should  the  fjeneral 
condition  of  nutrition,  i.  e.,  of  muscle  and  f(it,  lie  influenced  by  dietetic  treat- 
ment ? 

2.   INCREASE  OF  FLESH  AND  INCREASE  OF  FAT 

To  accomplish  the  most  important  point,  the  accumulation  of  muscle, 
dietetic  treatment  has,  unfortunately,  but  limited  powers.  Theoretically  it 
appears  to  be  most  dithcult  to  maintain  the  musculature  of  the  body  in  anti- 
fat  cures*  The  animal  experiments  of  physiologists  have  invariably  shown 
that  with  under-nourishment  fat  disappi_»ars  from  the  body,  but  that  albumin 
also  decreases.  To  this  loss  of  body  albumin,  that  is  to  say,  waste  of  muscle, 
we  owe  the  serious  consequences  which  frequently  surprise  those  who  carry 
out  a  too    rapid  antifat  cure.     Discussions  regarding  the  admixture   and 


56  OVER'NUTRITION  AND  UNDER-NUTRTTION 

amount  of  nourishment  which  will  most  gurely  produce  a  loss  of  fat  without 
impairing  the  muscular  condition  have  been  carried  on  for  years,  and  reached 
their  acme  in  the  debates  at  the  Congress  of  Internal  Medicine  in  the  year 
1885,  and  in  tlie  literary  war  waged  between  Ebstein  and  Oerteh  The  viewiJ 
were  based  rafher  upon  thet>ry  than  u{K>n  practical  experience.  Investigations 
regarding  metabolism  during  antifat  cures  had  not  yet  been  attempteti.  A 
few  years  later  when,  independently  of  one  another,  F,  Hirschfeld  and  v. 
Noorden-Dapper  worked  out  this  proldein  experimentally,  contradictions  at 
first  resuUed.  The  former  found  it  ahnost  impossible  to  produce  a  loss  of 
fatty  tissue  without  a  simultaneous  decrease  of  the  body  albumin.  The  other 
two  authors  proved  hy  numerous  investigations  that  this  goal  may  lie  reached, 
and  even  without  special  ililticuUy,  provided  the  leap  from  a  plentifyl  diet  to 
one  of  abstinence  is  not  tf>o  sudden.  All  the  authors  who  later  devoteii  them- 
selves to  similar  rescarelies  have  confirmed  this.  The  satisfactory  result  of 
these  studies  of  metabolism  has  had,  it  appears  to  me,  great  inlluence  ujKJn 
the  practical  work  of  physicians,  and  has  encouraged  them — certainly  not  to 
the  detriment  of  the  patient — to  attempt  careful  antifat  cures,  where  pre- 
viously they  refrained  from  them  because  in  every  antifat  cure^^even  if  only 
transiently — tbe  supply  of  Ijody  altjumin  was  jeopardized.  According  to  other 
investigations  in  metabolism  as  well  as  in  my  own,  and  also  according  to  later 
researciies  of  Dapper  and  mysi-lf,  careful  planning  of  the  ingestion  of  nour- 
ishment so  that  the  albumin  su]>p!y  of  the  body  will  not  be  decreased  may 
obviate  this  danger,  but  by  no  means  removes  all  other  difiiculties.  For,  in 
numcrom^  cases,  it  is  evident  that  ihe  muscular  power  of  the  patient  mu'=it  not 
only  Ik*  maintained  bnt  increased.  This  end  also  may  he  practically  achieved, 
and  will  crown  the  success  of  a  thoughtfully  carried  out  antifat  cure.  It  pre- 
supposes that  the  f>atient  must  become  accustf>med,  from  the  beginning  of 
the  treatment,  to  an  increasing  amount  of  bodily  exercise.  We  must  utilize 
the  well-known  pbysiological  fact  that,  if  we  exercise  a  muscle,  it  gains  not 
only  in  strength  bnt  also  in  bulk.  It  is  true  that  investigations  of  metalw- 
lism  in  which  the  combustion  of  albumin  has  been  tested  during  dietetic 
antifat  cures  with  and  wit  bout  systematic,  muscular  exercise  have  not  yet 
been  carried  out;  but  we  hardly  recjuire  them,  for  clinical  experience  demon- 
strates how  readily  strength  and  size  of  muscles  may  he  increased  during 
dietetic  antifat  cures. 

Formerly  (in  opposition  to  the  facts)  we  regarded  the  preservation  of 
the  stability  of  the  organic  albumin  in  antifat  cures  as  rlitTicult,  even  impos- 
sible. Yet,  at  the  same  time,  it  was  not  doubted  that  by  forced  feeding  it 
wag  very  easy  to  accelerate  not  only  the  formafion  of  adipose  tissue  but  also 
of  the  animate  protoplasm  of  the  body,  and  particularly  to  strengthen  the 
muscles.  The  proposition,  however,  is  by  no  means  so  simple  as  it  appears. 
That  albumin  metabolism  is  diminished  and  >[-containing  material  accumu- 
lates in  the  body  on  over-feeding  with  albuminates,  particularly  with  fat.  and 
to  a  still  greater  degree  with  carbohydrates,  had  !>een  long  known  from  animal 
experiments  by  BischotT  and  C.  v.  Voit  and  their  pupds.  Investigations  in 
man — especially  the  researciies  of  Rleibfreu  and  Krng^have  confirmed  this, 
and  Bornstein  and  Liithje  in  tbeir  latest  studies  in  metabolism  have  demon- 
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ted  the  surprising  fact  that  the  amounts  of  nitrogen  which  remain  in  the 
hnily  in  over-nutritinii  may  be  raised  m  an  astonishing  degrc<:\  There  can  l>e 
no  ilouht,  thereffjR',  that  an  increase  in  the  boihf  nUrogcn  may  he  secured  by 
the  quality  and  quantity  of  foo<i  In  all  probability  we  may  go  further  and 
say  that  this  increase  of  nitrogen  means  increase  of  aJbumifh  i-  <?.,  the  N  which 
remains  accumulates  in  the  Imdy  in  tlie  form  of  aUnunin.  Here  onr  knowl- 
edge for  ttie  |u-escnt  ceases.  C.  v.  Voit  has  calied  attention  to  the  fact  that, 
in  an  adull  animal,  the  albumin  accuundated  by  excessive  nutrition  is  stored 
up  in  a  form  readily  decomposed  and  must  therefore  be  ditTerentiated  from 
true  organic  alliumin.  IIcucc  he  propositi  the  name  "circulating  albumin." 
Since  it  is,  however,  extremely  unlikely  that  this  allmmin  actnally  *' circu- 
lates/'  i.  0.,  that  it  is  pr(*scnt  in  the  eirculating  fluids,  and  as  it  is  very  much 
more  probable  that  it  is  deposited  in  the  cells,  I  have  suggested  the  term 
"  reserve  alhtimini'  Tins  term  has  now  been  gimerally  accepted.  It  is  meant 
to  imply  that  llie  anuitnin,  like  the  fat  globules  and  glycogen  granules,  is 
absorbed  into  the  body  of  the  cell,  and  is  depositnl  there  for  a  time  (as  reserve 
material)  without  hecoming  an  integral  constiturDt  of  the  cell  protoplasm. 
According  to  this,  in  the  investigations  conducted  with  me  hy  Krug,  and  in 
my  Text -Book  of  the  Pathology  of  ^letabolism,  1  have  regarded  it  as<  unproven 
and  improbatFle  that  the  increase  of  l>tHly-albumin  which  may  readily  be 
attained  is  synonymous  with  increase  of  muscle.  Increase  of  muscle  should 
mean  the  increase  of  living  cell-albumin.  But  the  mass  of  bloofl-rells  and 
gland-cells  uncpKstionably  is  but  litile  influenced,  and  this  is  esp-cially  true 
of  musck'.  Wilh  few  exi^(*ptions  (prominent  among  tliem  E.  rtliiger  and 
B<>rnstein)  later  autliors  have  accepted  this  view,  and  in  a  recent  excellent 
and  instructive,  as  well  as  critical,  dissertation  by  Liithje,  who  has  pnxluced 
hy  far  the  greatest  increttse  of  hody-albuniin,  we  llnd  the  same  opinions  ex- 
pressed. If  increase  of  aihumin  (so  readily  attained)  were  synonymous  with 
increase  of  true  muscle  tis,*iuc  weaklings  could  without  great  difhenlty  be 
transformtvl  info  rolms^  muscular  people.  Rut  this  is  of  course  impossible. 
Every  one  knows  that  over-nutrition  will  produce  corpulent  persons,  but  not 
athletes. 

Increase  of  muscle  is  a  function  of  the  specific  growth  energff  of  the  cells, 
t,  f,,  of  crllular  aciiviitj  rather  than  of  excessive  nourishmeni.  Hence  we  see 
pk'ntiful  and  permanent  increase  of  muscle: 

1.  In  every  growing  btnly. 

2.  In  the  fully  grown  body  when  it  is  gradmdly  accustoming  itself  to 
increased  labor  (work  hvfwr trophy  of  the  muscles), 

3.  WTien,  from  previous^ly  insufficient  nourishment  or  from  disease,  the 
mnsridar  tissue  of  the  body  has  i>een  diminish(?<l,  and  subsequently  profuse 
nourislimcnt  makes  up  this  loss.  It  is  a  fundamental  error  to  look  for  the 
primary  cause  of  this  variety  of  muscle  accumulation  in  food;  it  is  an  expres- 
sion of  the  regenerative  encrg}^  of  the  cells.  This  is  a  mighty  power.  It  shows 
itself,  as  investigations  in  the  metabolism  of  convalescence  have  demonstrated, 
even  when  there  is  no  question  of  forced  feeding,  and  indcwl  when  the  calory 
supplv  is  so  slight  that  fat  Tuust  certainly  be  lost  in  the  body,  and  even  a 
healthy  person  would  lose  body  albumin. 
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Of  course,  undor  cironrnjitaTices  otlierwifie  favoraljle  for  the  aecumulatic 
of  albuniiii,  inuseular  iknclopiiient  takes  place  more  certainly  and  more  rap- 
idly with  very  profuse  iiouri8lmieut  Ihim  with  scant  food.  Us^nallv,  however, 
in  adults  otherwise  heal tJiy— provided  we  consider  long  periods  of  time  and 
not  brief  intervals — muscle- increase  is  independent  of  an  excess  of  food. 
Muscle  g^rowth  is  dependent  on  food  supply  only  because  the  body  is  better 
supplied  by  over-nutrition  with  reserve  products  (glycogen,  fat,  reserve  albu- 
min), and  because  better  food  and  tlie  somatic  and  psychical  stimulation 
resulting  from  it  produce  greater  capacity  for  work.  To  this  greater  capacity 
of  the  muscles  and  secreting  glands  for  work  and  the  stimulus  for  Wood  for- 
mation  which  arises  thereby,  the  body  owes  its  power  of  aceuuittlafing  proto- 
plasm as  well  as  fat,  and — what  is  more  important— <jf  permanently  retaixL- 

uig  it.  ...  J 

From  this  point  of  view,  it  appears  that  under  special  conditions  (after 
wasting  disease  or  after  prolongei!  periods  of  hunger  and  under-nutrition)  we 
may  hope  by  over-ali mentation  to  promote  the  formation  of  new  protoplasm, 
and  particularly  of  muscular  substance.  The  natural  regenerative  endeavor 
of  the  organism  will  aid  us.  If,  however,  we  are  treating  persons  who, 
altbougli  weak,  arc  sulTiciently  well  nourished^  the  chances  for  increased  mufil 
cular  develoj>meut  are  much  more  uncertain.  " 

In  such  debilitated  individuals,  especially  in  convalescents,  the  accumula- 
tion of  f^esh  will  be  greatly  favorei3»  if  from  the  onset,  or  as  soon  as  the 
strength  at  all  ]>ermits  it,  forced  freduig  is  eombified  with  muscuJar  cxerci.^e. 
This,  however,  contradicts  a  widely  prevalent  custom;  for,  in  the  original 
methods  of  Play  fair-Mitchell,  most  patients  who  were  to  undergo  forced 
feeding  were  advised  either  to  go  to  bed  or  to  keep  as  cjuiet  as  possible.  In 
certain  cases,  for  example,  in  very  irritable  nervous  persons,  this  may  1m?  fully 
jus ti bed.  Generally,  however,  it  appears  to  me  after  years  of  experience  that 
early  and  sufficient  activity  of  the  muscles  is  much  more  beneficial  when  we 
desire  to  nourish  our  patient.  Tlie  increase  in  weight  is  not  less  than  in  rest 
cures,  and  it  is  gratifying  to  note  that  the  patients  gain  in  muscular  strength 
and  activity  at  the  same  time  that  they  increase  in  weight  and  size.  There 
is  very  little  danger  that,  in  consequence  of  muscular  exercise,  much  of  the 
fat  which  has  been  acf|uire^l  with  difficulty  may  be  again  lost,  since  the  in- 
crease of  appetite  induce*!  by  muscular  exercise  easily  makes  good  the  material 
used  up. 

In  view  of  what  has  been  said  it  is  obvious  that  in  forced  feeding,  as  wtII 
as  in  carefully  and  wisely  conducted  antifat  cures  (for  obesity),  the  increase 
and  strengtliening  of  the  muscles  is  almost  independent  of  the  loss  or  accumu- 
lation of  fat.  Insufficient  nourishment  in  ol>esity  favors  the  loss  of  muscle; 
superl1uou5  nourishment  both  in  normal  nutrition  and  when  it  is  below  par 
favors  the  accumulation  of  muscle.  But  muscle-!oss  and  muscle-increase  are 
not  in  immerliate  dependence  upon,  or  in  exact  propoTtion  to,  the  quantity  of 
food.  An  individual  factor  always  intervenes;  an  elective  pro]Terty  of  the 
organism  rather  than  the  bulk  of  food  produces  muscle-aceumulation. 

The  conditions  are  fjuite  different  in  losses  and  aecumnlafwns  of  fat. 
Here  the  law  may  be  definitely  stated.     Wlren  the  supply  of  nourishment  is 
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less  than  the  reqiiircmont  for  mnintennneo,  fat  is  always  lost;  when  it  is 
greater  than  the  requirement  for  iiiainteiiance  fat  is  always  aceiimulated.  In 
the  former  case  we  speak  of  under'nutniion,  in  the  latter  case  of  over- 
nuirition. 

Although  I  shall  he  repeating  what  is  known  to  most  readers,  it  is  neces- 
sar}^  to  devote  a  few  lines  to  the  defi  nil  ions  of  food  necessanj  for  maintenance , 
of  ovcr-nutriiion^  and  of  linder-nuiriiion. 

In  projxjrtion  to  the  requireuient  of  the  cells,  aceording  to  the  amount  of 
work  retjuired  of  them  externally  and  internally  in  heat  production,  etc.,  the 
l>c3<ly  arrang*.»s  the  use  of  material  for  combustion.  When  the  eomljustJon 
value  of  the  food  is  equal  to  the  demand,  the  equililjriiim  of  metalKilism  in 
the  Ixidy  is  preserved.  The  amount  of  food  which  is  nwessary  for  this  we 
call  ''food  nereiisary  for  mainienanveJ^  Most  normal  persons,  if  left  to  tliem- 
sclve.s  and  following  their  own  inchnations,  usually  take  neither  more  nor 
less  food  than  is  nivessary  for  niaintunance;  variations  in  this  balance  of 
nutrition  may  occur,  hut  the  deticiency  of  one  day  is  made  up  the  next.  Con- 
ge*[uently  it  is  the  rule  that  normal  adults  remain  for  years  and  decades  at 
alMJut  the  same  weight.  The  proportion  of  fo<id  which  is  necessary  for  the 
efpiilihrium  of  nietahoHsm,  calculateil  per  day  and  for  each  kilo  of  the  hody- 
weight,  must  have  a  comhnsfion  value  of  from  thirty  to  thirty-five  calories  in 
complete  re^t  (in  bed),  thirty-five  to  forty  calories  with  light  exercise,  forty 
to  forty-five  calories  with  moderate  exercise,  and  forty-five  to  sixty  calories  in 
exhausting  muscular  lal>or. 

For  children  the<e  figures  are  to  he  raised  about  one*third,  for  the  aged 
they  are  to  be  lowered  about  one-fourth.  There  are  no  deeidefl  differences 
between  males  and  females.  These  figures  relate  to  a  **  moderate  condition 
of  nutrition'';  in  the  ohese  they  are  from  twenty  to  twenty-live  per  cent, 
lower,  in  \<iry  thin  persons  they  are  just  as  much  higher,  for  while  fat  in- 
creases the  hody-vveiglit  it  takes  no  part  in  metaholisra.  This  ratio  will  enpole 
us  to  calculate  the  amount  of  fruid  neecssar}*  in  the  individual  case  willi  sulB- 
cient  exactness  for  practical  purposes. 
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As  soon  as  the  supply  of  food  (i.e.,  its  combustion  value)  falls  bclnw  that 
requirctl  for  maintenance  we  have  a  state  of  hifponutrifion.  The  under-nour- 
ished body  does  not  accommodate  its  combustion  pnx'csses  to  a  lower  scab? — - 
except  perhaps  in  the  most  extreme  marasmus  and  in  the  death  agony.  When 
the  supply  is  less  than  the  requirement,  it  lives  upon  its  own  hody  suhstanee. 
In  the  obese,  as  we  have  seen,  this  process  may  ho  limited  to  the  adipose 
tissue  while  the  albumin,  that  is,  the  muscle,  is  preserved.  In  normal  and 
mal-nutrition,  however,  apart  from  exceptional  cases  (in  convalescence  after 
acute  diseases,  or  after  periods  of  hunger),  the  supply  of  albumin  in  the  body 
may  also  lie  slowly  consumed,  and  the  person  not  only  loses  fat  but  becomes 
weaker  in  muscle.  We  rarelv  resort  to  systematic  under-nutrition  except  in 
the  treatment  of  oHf^ity.  Whether  or  not  treatment  for  obesity  is  indicated 
does  not  depend  wholly  upon  the  degree  of  corpulence,  hut  also  upon  many 
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other  eonclitioiifii,  particularly  upnn  the  healthy  state  of  eertain  organs,  far  ex- 
ani]>le  the  heiirt  and  the  kitlneys*  To  thirt  wl*  shall  refer  later.  But  very  often, 
without  our  interferenee  and  again."4t  our  will,  mir  food  produces  the  character- 
isties  of  hyponutrition.  This  oceurs  in  niaiiy  diseases.  We  are  unahlc  to  main- 
tain the  balance  of  nutrition  either  because  patients  refuse  to  take  a  &uffieient 
supplVt  or  heeanse  diseases  of  certain  organs  (for  exain|»h\  the  stomach) 
necessitate  a  limitation.  In  acute  diseases  which  run  a  rapid  course  the  dan- 
ger is  not  «^^reat,  for  what  han  been  lost  is  rapidly  regainwl  in  convaU^scenee, 
But  in  chronic  diseases  the  htKly  is  often  more  weakened  and  damaged  by  con- 
tinued under-nutrition  than  by  the  disease  itself.  It  then  becomes  one  of 
the  most  important  duties  of  the  physi(*ian  to  increase  the  ainonnt  of  food 
at  leai^t  Jo  the  point  of  maintenance,  and,  if  possible,  to  make  up  what  has 
been  lost  by  force*!  feeding.  He  will  then  often  have  the  pleasure  of  noting 
that  not  only  does  the  state  of  nutrition  improve,  hut  that  this  improvement 
acts  favorably  in  the  care  of  t!ie  disease.  In  some  maladicf?,  for  instance,  in 
not  too  far  ndvancrd  t  alien  ido,sis  of  the  liin^s,  this  is  the  rule. 

At  least  as  frecjuently  as  in  actual  disease  we  meet  persons  wlio  are  really 
not  ill  hut  under-nourished.  This  results  from  caprices  of  appetite,  from 
unfounded  fear  of  injury  from  this  or  that  food  (for  example,  fat  substances), 
froiji  disturbances  of  a]>jx'tite  wliieli  arc  slight  or  which  are  taken  too  seri- 
ously, from  poverty,  etc.  Thus  they  have  hecome  accustomed  to  a  too  slight 
ingestion  of  nourishment.  Sometimes  this  is  habitual  from  youth,  and  such 
persons  if  left  to  themselves  never  attain  the  acme  of  nutrition  (muscular 
and  fatty  tissue)  of  which  they  seem  capable,  judging  from  their  constitution 
and  build.  Adipose  tissue  is  scant,  and  the  muscles^  no  matter  how  suscep- 
tible of  development,  and  no  matter  what  efforts  are  made  to  strengthen  them 
by  exercise,  continue  weak,  for  everything  that  is  attempted  is  frustrated  by 
the  oxidatioU'proccsses  of  the  body. 

Others  first  manifest  the  symyitoms  of  chronic  under-nutrition  after  they 
have  reached  adult  life.  TJiese  are  mostly  jiersons  in  whom  there  is  a  neuro- 
pathic taint,  and  in  wlioni  the  various  forms  of  nervous  dyspepsia  develop. 
Still  others  liave  Ijccouie  m-urastbeiiic  and  hysterical  only  in  the  struggle  for 
existence  against  adverse  circumstances.  Organic  causes  which  would  pre- 
vent a  sutlicient  ingestion  of  food  are  not  present,  hut  manifold  nervous  dis- 
turbances interrupt  the  distinctive  connection  between  actual  food-require- 
ments (tissue  hunger)  and  appetite  (gastric  hunger).  Gradual  loss  of  weight, 
disappearance  of  adipose  and  muscular  tissues,  lessening  of  tlie  bodily  and 
mental  powers,  are  tlic  inevitable  cooscfiuences.  These  patients,  to  the  detri- 
ment of  their  tiealth,  often  seek  a  cure  by  unsuitable  means,  by  gymnastic 
exercises  and  sports,  by  monntain  climbing,  by  exhausting  cold-water  cures 
(frequently  in  so-calleil  nature-cure  institutions),  where  they  hope  to  build  up 
their  nervous  system.  This  acts  at  first  like  a  whip,  apparently  increasing 
and  stimulating  tlieir  activities.  But  the  oats  are  lacking,  nnd  in  a  short 
time  there  is  a  relapse  to  the  former  condition.  The  treat?uent  is  all  the  more 
harmful  because  the  food,  during  the  time  spent  in  these  exhausting  cures, 
is  weakening  rather  than  strengthening.  The  patients  nnd  their  *' Natural- 
Healer  ''  proceed  from  the  view  that  a  too  profuse  animal  diet  has  disordered 
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the  nervous  siystem.  Meat  and  eggs  are  witlKlrawn  and  the  patients  are  put 
upon  a  vegetable  diet.  To  tliis  no  speeial  ohjix-tiun  eafi  be  raii*e^l.  provided 
it  is  carefnily  chosen;  bnt  too  fn^|uently  it  is  laekirjg  in  nonrishment.  This 
has  been  tifi  abnndantly  proven  as  to  need  no  fnrther  consideration  at  this  point. 


4.   OCCURRENCE  AND   CONSEQUENCES  OF  OVER-NUTRITION 

If  the  food  (i.e.,  its  combustion  vahie)  exceeds  what  is  necessary  for 
maintenance  we  have  tlie  condition  of  Jufpcrnidntion,  In  over-nutrition  the 
organism  does  not  increase  its  proce.^ses  of  cond>usfion,  or,  at  least,  docs  so 
to  a  very  slight  extent.  Perhaps  the  increase  of  oxidation  which  arises  from 
over-nutrition  has  Iwen  fr>r  a  time  urKlerestirnatcd,  as  the  latest  investiga- 
tions of  Fr.  ^lidler  appear  to  prove.  Theoretically  this  increase  is  interest- 
ing, but  it  is  too  sligfit  to  be  of  jjractical  iniportiince. 

The  increase  of  oxidation  is  not  due  to  a  stimulation  of  the  cells  to  a  greater 
kataholic  activity,  in  other  words,  to  a  greater  rapidity  of  metabolism,  but 
only  to  the  greater  hib^r  which  is  ]m\  forth  by  the  meclmnism  of  mastication, 
the  stomach  and  intcsrines,  the  digrstive  glands,  the  organs  of  circulation  and 
respiration,  etc.,  in  order  to  work  up  and  utilize  the  greater  mass  of  food. 
After  deducting  tlie  slight  amounts  spent  upon  the  increaswl  lahor  of  diges- 
tion, etc.  (about  7  per  cent,  io  20  per  cent,  of  the  energy  supplied  by  the 
food),  a  large  residue  from  the  suf>eriluons  food  remains,  which  accumnlates 
as  re^^rve  materia^  and  serves  tn  increase  the  IhnIv  mass.  We  call  this  ''food 
surplus"  (=  the  dilTcrcnee  betwwm  food  ingested  and  food  used  up  in  metab- 
olism). 

Aside  from  sliglit  dilTcrences  it  is  of  no  importance  to  the  processes  of 
metabolism  whether  the  surplus  of  food  occurs  from  excess  of  alluifninates  or 
of  N-free  food,  or  whetlier  the  increased  supply  comes  from  one  source  only 
(the  atbumin  or  the  fat  or  the  carl>ohyd rates).  A  surplus  of  carljohydrate 
nourishment  favors  almost  exclusively  the  production  of  odipo.'^e  tissue,  pro- 
vided spi'cial  circumstances  do  ntit  j>romote  the  increase  of  protojilasm  (see 
above). 

In  an  especial  ease  (  B,  Krurr's  experiment  upon  himself  carried  out  under 
my  direction)  tlu?  following  calculations  were  made: 

Dr.  Krug  (perfectly  well  nnd  in  a  moderately  good  state  of  nutrition), 
after  a  period  in  which  hi'  liad  been  abundantly  nourishc<l,  took  for  lifteen  days 
in  addition  to  his  ordinary  food  a  daily  total  of  1,710  calories,  consisting  of 
fat  and  ca^bohyd rates.  This  sum  represented  "surplus  nounshment '\;  for 
the  fifte^?n  ihiyii  it  amounted  to  25,G5U  calories.  Of  these  23,051  calorics  were 
utilized  by  the  body. 

1,720  calories^    7.46  per  cent,  allmmin  accumulation,  and 
21,331  calories  ==  02.54  per  cent,  accumulation  of  fat. 

Whether  the  production  of  albumin  was  e<|uiva!ent  to  accumulation  of  tlesh 
could  not  he  decided. 

It  follows  from  the  preceding  sfntements  that  after  the  ingestion  of  a 
surplus  amount  of  food  only  an  accumulation  of  fat  c^in  certainly  be  counted 
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upon.  It  is  quite  uncertain  whether  an  aceomulation  of  muscle  will  take 
place;  with  an  equal  amount  of  surplus  nourishment  the  gain  in  muscle 
varies  from  case  to  case.  It  is  sometimes  lacking,  in  other  cases  it  occurs  to 
a  greater  or  les.s  extent.  But  it  may  be  prophesieil  with  mathematical  cer- 
tainty that  in  over-nutrition  fat  will  accumulate.  How  much  is  dependent 
upon  the  amount  of  food,  and  how  much  upon  the  amomit  of  work  performed 
by  (lie  bod  J?  A  disjiroportion  between  the  sup|)ly  of  fcx^d  and  the  iLssimila- 
fion  of  footl,  to  which  the  accumulation  of  fat  (and  ultimately  obesity) 
owes  its  origin,  can  be  brought  about: 

1.  By  an  increase  of  the  fm)d  above  on  average  normal  consumption; 

2.  By  dimiiHition  of  exertion  (mnscle  laziness)  with  an  average  normal 
amount  of  food ; 

3.  By  a  combination  of  superfluous  food  and  diminished  exertion. 

We  frequently  meet  with  cases  of  over-nutrition,  hut  we  are  not  so  often 
calleil  upon  professionally  to  combat  this  condition  as  we  are  to  treat  under- 
nutrition. Occasionally,  however,  we  are  called  to  deal  either  with  obesity  or 
with  persons  who,  hy  continuing  their  present  uiode  of  life,  are  in  danger  of  be- 
coming too  fat.  Every  corpulent  person  has  behind  him  a  period  of  over-nutri* 
tion;  not,  perhaps,  liccause  he  has  esiten  more  than  others  who  liave  not  become 
fat,  but  he  has  eaten  more  than  Ids  individual  constitution  and  Ijodily  fonc- 
tions  enal>led  him  to  utilize.  It  is  immaterial  whether  this  superfluons  inges- 
tion of  fnod  has  arisen  in  conscH^uencre  of  a  preference  for  albumin,  for  fat, 
for  carbohydrates,  or  for  alcoliol ;  we  meet  with  obesity  among  decided  meat- 
and-fat  eaters  as  well  as  among  those  who  prefer  starchy  fomls,  sweets,  and 
beer.  We  ot)serve  it  among  those  wlio  perform  hard  manual  labor,  but  who 
more  than  compensate  for  their  great  metabolism  and  output  of  energy  by  a 
profuse  intake  of  food  ;  we  observe  if  also  in  those  wbn,  although  they  eat  little, 
consume  an  amount  of  food  out  of  proportion  to  their  slight  physical  activity', 
slight  metabolism  and  slight  output  of  strength.  To  elaborate  this  in  indi- 
vidual instances  would  be  to  consider  tlie  etiology  and  pathogenesis  of  obesity, 
which  is  not  the  purpose  of  this  article  (the  reader  is  referred  to  my  mono- 
graph on  obesity  in  Nothnagel's  Handbuch  der  speciellen  Pathologic  und 
Therapie) . 

Whether  in  the  development  of  corpulence  there  is  an  increase  of  the  mus- 
cles depends,  as  we  observe  daily,  upon  external  conditions.  The  rule  holds 
good  that  only  those  obese  persons  who  utilize  and,  in  spite  of  their  corpu- 
lence, exercise  their  muscles  have  strong  and  firm  muscles.  In  such  people 
wo  see  the  picture  of  the  so-called  "plethoric  oliesity."  Those  who  live  much 
indoors  have  tlabliy  and  weak  muscles,  often  so  weak  that  serious  consequences 
may  l>e  the  result.  Distressing  yet  convincing  proofs  are  thus  furnished  to 
show  how  loose  is  the  conuec^ti<m  between  over-nutritiou  mid  increasL*  of  muscle. 

8.    UroiCATIONS   FOR   HYPERNUTRITION    AND    HYPONUTRITIO!? 

Having  ex  plained  the  changes  of  metal  ml  ism  wliieh  occur  in  the  organ- 
ism in  under-nutrition  and  over-nutrition,  we  must  briefly  discuss  the  indi- 
cations for  forced  feeding  and  for  ant i fat  cures. 
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A.     OVER-NUTRITION 

Group  1,  In  chronic  wasting  diseases^^Considere^l  histnrieallv,  over- 
nutritiun  iix  pulmonanj  iubcrculoiii'^^  or  ratliLT  in  Hi W reii I osIk  of  any  type, 
is  to  he  placed  in  flie  front  rank.  Even  the  old  custom  of  administoring  eod 
liver  oil  in  '"  siTofiilu  "  and  tuberculosis  belongs  to  this  catefiorv.  Wo  have 
gradually  been  forced  to  acknowbMlge  tluit  its  action  is  not  specific  hul  due  to 
the  fat  which  it  contains,  that  is,  to  its  high  nutritive  value.  Brehuier  was  the 
first,  and  DottwciltT  the  next,  systeiurtlically  to  emj>Ioy  over-nutrition  in 
tuberculosis.  The  success  of  tins  method  is  surprising,  as  any  one  can  see  in  his 
daily  experience.  By  over-nutrition,  as  now  carried  out  in  all  ins! it ut inns 
for  the  cure  of  pulmonary  tubertultisis,  in  hospitals,  in  the  homes  of  the 
patients,  or  wherever  it  may  l>e  attempted,  we  do  not  attain  a  cure  for  tulier- 
culosis,  but  the  favorable  results  which  have  Ix-en  attained  up  (o  now  in  treat- 
ing tuberculosis  are  inseparably  asscKiated  with  over-nutrition.  Here,  lielter 
tlian  anywhere  else,  it  may  be  noted  how  beneficially  the  improvement  in  the 
general  nutrition  acts  upon  the  resistance  of  the  tissues.  I  have  already 
alluded  to  this  elsewhere,  and,  after  further  experience,  1  wish  to  reiterate 
that  the  modern  treatment  of  pulmonary  tTiberculosis  by  over-nutrition  is 
in  danger  of  accomplishing  too  much.  Pulmonary  patients  who  had  formerly 
been  emaciatetl  sometinies  after  treatment  become  corpulent;  this  is  not  to  be 
regarded  as  desirable,  but  as  a  disadvantage.  For  obesity  always  throws  in- 
creased work  upon  tlie  respiratory  and  circulatory  organs,  and  in  this  way 
makes  demands  upon  the  diseased  organ  whicli  it  should  Uq  span-^L  But  apart 
from  these  extreme  cases,  over-nutrition  in  pulmonary  tuberculosis  may  be 
designated  as  one  of  the  most  valuable  agents  in  the  realm  of  dietetic  therapy. 

Over-nutrition  as  a  prophylaetie  numsure  produces  even  more  favorable 
results  than  in  tuberculosis  tJiat  has  already  developed.  It  is  es|>ecially  valu- 
able in  children  and  adolescents  who  have  suffered  from  a  previous  tubercu- 
lous disease  of  the  glands,  joints  and  bones — -and  hence  are  liable  to  a  later 
'*  pulmonary  tuberculosis '' — ^as  well  as  in  those  who  without  such  preceding 
affeetirms  are  likely  to  become  tuberculous  on  account  of  general  weakness 
and  hereditary  predisposition.  The  majority  of  consumptives  attacked  in 
the  second  or  third  decades  of  life  have  lieen,  as  Brehmer  once  correctly  re- 
marked, small  eaters  from  youth.  ITnder  circumstances  such  as  these  the 
early  resort  to  forced  feeding,  combined  with  exercises  to  harden  the  mus- 
cles and  properly  develop  the  body,  is  one  of  the  most  benefi(*ent  and  grateful 
tasks  of  the  family  physician,  all  the  more  grateful  if  this  method  be  insti- 
tutcil  early  in  life  wdien  the  body  is  still  in  the  stage  of  growth  and  the 
accumulation  of  muscuhir  tissue  takes  place  more  readily  than  in  later  years. 

Cures  based  on  forced  fcHxling  practically  play  a  less  important  role  in 
all  other  chronic  wasting  diseases  than  in  tuberculosis.  Most  important,  per- 
haps, is  over-nutrition  in  .*r///i/n7t,<f,  a  disease  which  frecjuently,  and  especially 
in  its  early  stages,  markedly  inlluenees  nutrition,  and  in  its  subsequent  course 
fin  the  so-called  tertiar}^  forms)  almost  invariably  produces  extensive  tissue- 
disintegration.  The  old  custom,  originating  centuries  ago,  and  not  yet  rooted 
out,  was  to  place  these  patients  upon  a  scant,  meager  diet,  and  to  weaken  them 
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by  la^eative  drinks.  In  contrast  to  these  old  usages,  an  exci'ssne  or  forced 
administration  of  noiiris^limeDt  has  shown  itself  to  be  nuich  more  efficacious. 
Many  protracted  casL's  of  tertiary  syphilid  can  he  euri'd  only  when  the  bo<ly 
has  been  thns  strengthened  by  over-nutrition. 

1)141  betes  mellitus  may  also  be  counted  among  the  chronic  wasting  diseases, 
naturally  within  certain  ]iniitation&,  at^  there  arc  numerous  cases  of  diabetes 
mellitus  in  which,  vice  versa,  defniite  relations  to  obesity  exist  Where  this 
is  not  the  case  (as  in  the  severe  forms  of  diabetes,  particularly  that  occurring 
in  yonth),  emaciation  h  combined  with  the  disease,  pnrtly  as  the  result  of 
losses  in  sugar,  and  partly  as  the  result  of  peculiarities  of  the  diet.  To  inter- 
fere, to  replace  by  over-nutrition  not  only  what  has  been  lost  and  if  possible 
to  raise  the  patient's  state  of  nutrition  above  the  average,  is  important,  for 
experience  teaches  that  a  good  state  of  nutrition  will  often  avert  many  of  the 
dangers  of  the  disease, 

Diuhetes  itmpidus  must  also  he  mentioned.  Unfortunately,  we  know 
little  regarding  the  [mthogenesis  and  the  minute  disturbances  of  metaVjolism 
which  take  place  in  this  disease.  The  most  conspicuous  symptom  in  all  severe 
cases  is  the  decided  emaciation  and  loss  of  strength,  which  cannot  be  reason- 
ably explaincil  from  the  loss  of  water  by  the  bo^ly.  If  we  leave  out  of  con- 
sideration the  gradual  restriction  of  the  intake  of  water,  and  a  few  purely 
symptomatic  drug  mdicationg,  the  especial  and  systematic  improvement  of 
the  nutrition  by  a  long-continued,  forced  diet  is  the  only  measure  which 
promises  success.  In  yiew  of  the  rarity  of  these  cases,  I  shall  liriefly  report 
a  case  under  treatment  by  me  three  years  ago  for  diabetes  insipidus.  The 
disease  occurred  in  a  man  aged  fifty,  and  was  credibly  reported  to  have  fol- 
lowed a  severe  shock  sustained  in  a  railway  accident;  it  had  existed  for  about 
tiftetni  nionths.  The  patient's  previously  normal  state  of  nutrition  had  suf- 
fered acutely  during  this  time,  the  loss  in  weight  amounting  to  more  than 
25  kilograms.  The  daily  amount  of  urine  varied  between  9  and  13  liters.  In 
this  case,  by  a  plentiful  addition  of  cream  and  butter  to  his  diet  (between  250 
and  300  grams  of  milk  fat  daily),  weight  was  increased  20  kilograms  within 
four  months.  After  the  first  six  weeks,  the  urine  had  already  diminished  to 
between  5  and  (J  liters,  and,  after  tw^o  months  more,  to  3  to  4  liters.  The  once 
markedly  debilitated  patient  had,  in  the  meantime,  become  strong  again  and 
fully  capable  of  working-  He  continued  strong  until  attacked  the  following 
winter  by  pneumonia  to  wliich  he  succumbed.  According  to  the  statements 
of  his  relatives  there  had  been  no  increase  in  the  amount  of  urine. 

Finally,  among  the  chronic  wasting  diseases,  we  must  mention  exopli- 
ihfiimlc  goiter  (Bfim*doie\^  dhpfiM).  Prol>ahly  from  a  thyreogenous  auto- 
intoxication (Mobius,  Fr.  Ifiiller,  A.  Magnus-Levy)  an  increase  of  the  proc- 
ess of  metabolism  occurs,  i.  c,  an  increase  both  in  tlie  assrmilafion  of  albumin 
and  in  the  combustion  of  fat.  In  consequence  of  this,  if  the  patients  take 
only  the  amount  of  food  wliich  is  tlic  average  for  normal  persons,  this  proves 
insufheifnt,  and  they  therefore  consume  their  own  body  substance  (protoplasm 
and  fat).  Only  by  over-nutrition  can  we  safeguard  them  from  this.  By  over- 
nutrition  it  is  possible  at  least  to  conserve  the  fat,  or  we  may  even  hope  to 
increase  it.     According  to  the  researches  of  Fr.  Sliiller,  we  cannot  count  on 
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miiimaining  and  developing  the  muscular  tissue  even  by  forced  feeding  so 
long  nzi  the  disease  progresses.  Nevertlieless,  forced  feeding  carried  on  per' 
ijirileutly  is  remarkably  successful;  the  patienti^^  accumulate  valuai>le  reserve 
material  and  expcricuee  shows  that  they  are  much  better  than  when  exposed 
to  progressive  emaciation  by  dietetic  negligence.  But  though  it  is  necessary 
to  promote  the  nutrition  of  the  patient,  it  is  not  to  be  supposed  that  a  very 
energetic  and  rapid  forced  feeding  is  here  indicated.  Great  care  is  neces- 
sary; for  patients  who  present  severe  forms  of  Graves'  disease,  and  whose 
nutritive  condition  has  been  corres|K:mdingly  diHJuigc*d,  suffer  also  from  car- 
diac weakness.  To  maintain  their  Iwhmce  (tf  nutrition,  they  re<juiri^  upon 
the  average  from  15  to  20  per  cent,  more  food  than  a  person  in  normal  health 
of  the  same  weight  and  huild,  and  of  course  if  we  are  to  attain  an  increase  in 
weight,  still  more  food  is  necessary.  But  according  to  my  experience,  the 
cardfile  ditTiculties  frcr|uently  increase  if  we  proceed  too  rafiidly  with  forced 
feeding.  Indeed  the  cardiac  weakness  which  results  may  l)e  dangerotis.  Last 
year  an  able  author  reported  a  ease  in  which,  in  a  short  time,  an  increase  of 
weight  of  22  pounds  was  hroiight  alnrnt  by  over-nutrition.  In  spite  of  this 
desirable  result,  collapse  fx-eurrwl  in  which  tlte  patient  succumtjcd.  I  believe 
it  cannot  l>e  dmibted  that  this  too  rapid  over-notritinn  was  responsible  for 
the  unfavorable  outcome.  T  have,  myself,  not  seen  such  serious  results  from 
over-nutrition  in  Basedow's  disease,  hul  I  have  observed  exacerbations  which 
made  me  fear  collapse.  Hence,  there  is  nwd  of  ]>roeecding  slowly  in  all 
severe  cases;  we  must  be  satistied  if  at  first  only  the  rapid  loss  of  weight  is 
stopped.  When  this  has  been  aeconiplished,  and  the  weight  maintained  for 
several  weeks,  forced  feeding  should  be  a^ain  resorfod  to,  hul  an  increase  of 
al>ont  a  poimd  a  week  should  not  be  exccfHh^d. 

Group  2.  In  functional  nervous  diseases*~We  are  indebted  to  S.  Weir 
Mitchell  for  havin^r  pointed  out  the  deleterious  effects  in  nenrasthcnic  and  hys- 
terical jwrsons  of  a  poor  state  of  nutrition— whether  this  dated  from  the  onset 
or  develo|>cd  in  the  course  of  the  disease.  He  still  further  demonstrated,  by 
innnmeraide  and  convincing  examples,  that  with  systematic  over-nntrition 
(forced  feeding)  not  only  the  state  of  the  nutrition  luit  also  the  activity  of 
the  nervous  system  could  he  restored. 

Nearly  twenty  years  have  passed  since  the  publication  of  these  views  by  S. 
Weir  Mitchell  nnd  since  that  time  forced  fei'ding  in  the  trentment  of  neurai?- 
rhcnia  and  hysteria  has  hecouie  the  common  method  of  nearly  all  physicians. 
The  results  thus  attained  are  the  foundation  and  the  corner  stone  of  the 
repntation  which  nnmerous  clinics  and  sanatoria  have  acquireil  in  the  treat- 
ment of  tliese  cases.  Retrf>specfivcly  speaking,  this  therapeutic  accomph'sh- 
ment  which  we  owe  to  8,  Weir  Mitche!!  is  of  the  highest  significance.  The 
treatment  of  Weir  Mitchell  and  Playfair.  the  latter  of  whom  did  a  great 
deal  to  popularize  the  methoil,  consists  of  severa!  factors: 

1.  Isolation  of  the  patient. 

%,  Rest  in  bed,  lasting  according  to  the  circumstances  of  the  ease  from 
one  to  several  weeks. 

3.  Over-nutrition;  beginning  with  small  amounts  of  food,  and  gradually 
increasing  to  high  values. 
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4.  Massage  and  fararlization  of  the  niusclas  during  the  rest  in  bed;  careful 
hydrotherapy  to  stimulate  the  circiilatioD. 

For  numerous  cases,  especially  thn,<e  in  wliieh  excessive  irritahility  of  the 
nervous  system  is  prominent  among  the  clinical  symptoms,  no  more  valuable 
treatment  can  be  outlined  to-day  than  the  Weir  Mitchell-Playfair  plan.  But 
it  has  been  demonstrated  that  the  diversity  of  the  cases  necessitates  numerous 
modifications.  The  other  factors  associated  with  hypernutrition  (especially 
isolation,  rest  in  bed,  massage,  etc.)  are  frei|uently  not  only  unnecessary,  but 
actually  a  hindrance  to  success.  The  diet  which  Weir  Mitchell  proposed  may 
be  modified  as  occasion  refjuires.  Any  one  conversant  with  the  laws  of  nutri- 
tion and  with  general  therapy  may  with  ease  select  what  is  suitable  for  each 
individual  case* 

My  experience  leads  me  to  state  that  I  frequently  employ  only  liraUed 
isolation,  i.e.,  the  removal  of  the  patient  from  his  usual  surroundings  and 
activities,  but  rarely  insist  on  prolonged  rest  in  bed.  In  my  opinion,  the 
latter  should  be  avoided  whenever  possiljle,  for  reasons  previously  men- 
tioned. 

The  indications  for  forced  feeding,  according  to  the  experiences  of  the 
last  twenty  years,  are  present  in  functional  neuroses  combined  with  mal- 
nutrition, whether  the  poor  state  of  nutrition  is  to  be  looked  upon  as  the 
cause  of  the  neurosis,  or  whether  the  neurosis  by  its  influence  on  the  intake 
of  nourishment  and  digestive  processes  produces  secondarily  a  damage  to  the 
nutrition  of  the  iKjdy.  In  the  former  case,  we  can  well  hope  to  remove  all  of 
the  pathologic  phenomena  together  with  their  cause.  In  the  hitter  case  we 
are  at  least  combating  a  s}miptom  from  wliich  the  disea^^e  constantly  receives 
new  stimuli  us. 

Here  also^  as  in  the  case  of  exophthalmic  goiter — although  not  for  the 
same  reasims — I  must  caution  against  immoderation,  ilany  neurasthenics  are 
easily  fattened,  and,  after  six  to  seven  weeks,  may  show  a  gnin  of  30  or  40 
pounds  in  weight.  But  during  such  rapid  augmeutation  of  body-weight  new 
disturbances  not  infrequently  apfiear  which,  in  themselves  unimportant,  are 
over-estimated  and  exaggerateil  by  the  suspicious  neurasthenir  and  hysterical 
patient.  For  this  reason,  I  limit  the  acquisition  of  weight  desired  to  about 
20  pounds,  which,  according  to  the  individual  case,  may  take  from  four  to 
five  weeks.  Then  a  halt  must  be  called,  and  after  an  interval,  forced  feeding, 
if  neoessar}',  may  be  begtm  again. 

Oroup  3.  In  all  individti&ls  with  a  poor  condition  of  nutrition  it  is  im- 
portant io  determine  whether  this  faulty  nutrition  has  bwn  the  hindrance 
to  the  full  development  of  their  power,  to  the  natural  building  up  of  their 
bodies  (in  children  and  young  persons),  to  recuperation  after  excessive  bodily 
and  mental  labor,  or  to  convalescence  after  diseases.  The  guide  for  the  physi- 
cian must  be  not  only  the  present,  but  the  thought  of  what  the  future  may 
bring.  The  various  special  indications  cannot  be  individaally  described  w^ith* 
out  entering  into  the  wide  realm  of  general  pathology.  I  should  like  to 
repeat  (see  above)  that  for  every  person  there  is  a  different  optimum  of 
nutrition.  Only  experience  will  enable  the  physician  to  estimate  and  recog- 
nize this  optimum  in  individual  cases.    He  who  trains  himself  from  this  point 
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of  view  possesses  weapons  against  disease  (existing  and  threatening)  than 
f  which  there  are  none  more  effective. 

Of  course  in  all  of  these  cases,  even  more  than  in  Crronps  1  and  2^  the 
development  of  ttie  muscles  imist  Im?  consii]ered,  for  by  the  accnmidjition  of 
fat  alone  nothing  is  gained.  Therefore,  systematic  muscnlar  exercise  must 
be  added  to  forced  feeding.  The  form  which  this  exercise  takes  is  of  minor 
importance.  I  prefer  exercise  in  the  open  air  (walking,  mountain  cUnihing, 
gymnastic  exercises,  games,  bicycling,  etc.),  provided  we  are  certain  of  not 
overdoing,  to  massage  or  indoor  gymnastics,  Gymmistics  with  apparatus 
deserve  consideration  only  when  exercise  in  the  open  air  is  contra-indicated 
for  special  reasons,  or  when  development  of  spwial  muscle  groups  is  desirable. 

As  a  rule,  it  is  wise  to  regidate  forced  fei^iling  and  muscular  exercise  in 
this  third  group  of  cases,  so  that  only  a  (jradital  incrfn.^e  of  ivdghl  results. 
We  are  then  much  more  certain  of  a  permanent  and  substantial  gain.  In 
cases  belonging  to  the  first  and  second  group,  increases  in  weight  of  about 
12  to  15  pounds  within  four  weeks — ^with  certain  exce|>tionj?  (see  above) — are 
worth  striving  for,  and  sometiuies,  as  in  neurasthenics,  particularly  rapid 
results  are  important  as  suggestive  curative  agents.  But  in  eases  of  the  third 
group  it  is  better  to  have  this  increase  in  weight  distributed  over  months 
instead  of  weeks.  From  this  it  may  Ije  further  concluded  that  these  persons, 
w1io  need  not  so  much  an  instant  rec(n^ery  from  a  mortiid  condition  as  a  general 
stTengthening  of  the  hi>dy,  should  not  be  treated  in  hospitals  or  sanatoriums, 
or  only  temporarily.  Few  can  bear  removal  from  the  ordinary  routine  of  daily 
life  for  so  long  a  time,  for  the  air  of  the  sanatorium  is  rich  in  psychical  con- 
tagion. The  treatment,  and  especially  the  regulations  for  force^l  feeding  and 
slow  increase  of  the  bo<iy-weight.  must  therefore  be  planne<i  according  to  the 
patient's  circumstances,  occupation,  habits,  and  position  in  life.  With  strict 
regulations  we  are  less  likely  to  reach  our  goal  than  if  the  constraint  of  an 
institution  is  abolished.  Of  course  a  complete  change  from  the  previous  mode 
of  life  which  led  to  the  unsatisfactory  condition  is  the  first  step.  Then  we 
can  easily  learn  whetlier  a  simple  increase  of  food  without  any  special  regula- 
tion of  its  quality,  quantity  or  distribution  is  suthcicnt,  or  whether  any  par- 
ticular food  must  be  added  to  the  diet  to  make  the  success  certain,  and,  lastly, 
whether  this  addition  should  come  from  the  albumin  group,  from  fats  or 
from  carbohydrates. 

B.    UlfDER-IfUTRmOIl 

Ant i fat  cures  are  undertaken  almost  exchisively  in  obese  persons;  rarely, 
if  ever,  in  persons  normally  or  insutticiently  nourished.  What  rule  is  to 
guide  the  physician  in  the  important  problem:  Is  an  ant i fat  cure  to  be  begun 
or  not?  i  desire  to  refute  the  opinion  so  frequently  expressed  that  antifat 
cures  always  belong  to  the  so-callcHl  *'  weakening  cures."  The  popular  views 
in  regard  to  this  are  very  exaggerated.  I  maintain  positively  that  an  anti- 
fat  cure  begim  for  proper  reason* — and  provided  that  the  choice  of  the 
method,  the  rapidity  with  which  it  is  carried  out,  and  the  loss  of  weight  are 
adjust al  to  the  individual  condition — ^never  deserves  the  name  of  a  "  weaken- 
ing cure,*'  but  may  always  be  conducted  without  injury  to  the  patient,  and 
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will  always  Ije  benefif^ial  to  the  whole  body.  It  will  be  nntod  that  thi^  favorable 
opinion  h  basod  iipon  a  number  of  provisos  which,  although  apparently  sim- 
ple, raquiTo  careful  consideration  and  good  judgment. 

1  8hall  irieiition  only  the  uioe^t  important  of  the  indications  as  these  have 
been  elj^ewhere  extensively  discussed.^ 

1.  Simple  obesity  in  otherwise  healtliy  persons,— ^(^t)  Exlremp  ohm  ft/  is 
almost  always  an  indication  for  an  an  I  i  fat  cure.  The  dangers  which  may 
result  from  a  further  gain  of  fat  are  great,  and  we  mu^t  endeavor  to  prevent 
them.  Certain  modifications  are  required  by  the  age  of  the  patient.  In  chil- 
dren and  in  adolescents  up  to  about  the  twentieth  year,  we  shonld  he  content 
with  preventing  an  extreme  development  of  obesity,  and  only  from  time  to 
time,  during  short  periods  of  from  four  to  tlve  weeks,  should  an  effort  be  made 
to  reduce  the  supertluous  fat  (intermittent  antifat  cures).  In  the  aged  antifat 
cures  are  prohibited,  as  almost  invariably  there  is  a  rapid  loss  of  strength. 

{b)  Modrrtite  obrsUif  (body-weight  about  15  to  25  kilograms  above  the 
average  for  tbe  age,  sex  iind  height)  is  most  fnx|uent  and  at  the  same  time 
best  suited  for  treatment.  In  most  cases  it  can  be  let  alone  without  any  great 
danger  to  health,  but  it  cannot  be  denied  that  corpulence  brings  many  evils 
in  its  train;  for  if  any  acute  disease  occurs  (infections,  dis^mses  of  the  heart, 
of  tbe  lungs,  of  the  kidneys,  the  pints,  etc.)  or  after  unusual  exertion  (such 
as  over-strain  of  the  heart)  the  obesity  may  become  dangerous.  Here,  als^^, 
the  rule  holds  that  in  the  agetl  this  treatment  must  not  be  attempted,  and 
in  childhood  and  in  youth  only  in  slow  tempo  and  with  tbe  greatest  caution. 

(c)  Slighi  ohcsilff  (body- weight  upon  the  average  5  to  15  kilograms  above 
the  nornuil)  in  healthy  persons  never  necessitates  an  antifat  cure,  but,  if  the 
coi-pulence  steadily  increases,  measures  may  be  taken  to  check  its  further 
development,  Nevertheless,  very  often,  particularly  in  women,  tbe  aid  of  a 
physician  is  sought  because  of  a  desire  to  reduce  weight  and  to  attain  slen- 
derness.  Tn  many  cases  the  physician  will  all  the  more  willingly  comply 
with  tbe  wishes  of  his  patients  as  he  may  thus  gain  control  of  their  entire 
mode  of  life,  in  w^hich  usually  much  should  be  amended.  Although  in  the 
effort  to  reduce  early  obesity,  and  in  the  timely  regulation  of  detrimental 
habits,  vanity  rather  than  bodily  ill  is  sometimes  the  motive  power,  we  as 
physicians  should  not  criticise  this.  It  may  amuse  us,  but  it  must  be  wel- 
comed as  a  tlxerapeutic  opportunity. 

Care  is  always  necessary,  ilany  a  woman,  as  the  result  of  a  too  rapid  and 
too  far  rericliing  antifat  cure,  ac(]uires  in  exchange  for  her  moderate  corpulence 
various  derangements  of  tbe  abdominal  organs,  such  as  constipation,  ruptures, 
gastrectasis,  movable  kidney,  sometimes  also  of  the  uterus;  or,  after  the  dis- 
appearance of  fat,  the  liver  and  gall-bladder  are  more  exposed  to  the  pressure 
of  the  corset,  tlie  flow  of  bile  is  impeded,  and  gall-stones  result.  All  these 
evils  are  much  more  frequent  in  slight  corpulence  than  when  it  is  marked. 
In  the  latter  the  antifat  treatment  is  rarely  carried  to  such  an  extent  that 
decided  pressure  changes  occur  in  the  abdominal  cavity;  enough  fat  always 
remains  to  protect  the  viscera  and  preserve  them  from  injury. 

1 1\  Noordeft,  **  Sammlung^  klinisctipr  AMiiiiKUunf^pn/*  Hpft  !,  Borlin,  1900, 
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It  may  be  said  in  general  that  sli«;!it  oliesity  does  not  especially  demand 
slow  and  careful  reduction  of  weight,  although^  to  prevent  excessive  corpulence 
and  f<ir  many  other  reasons,  this  is  often  very  desiralilo. 

2.  Indications  for  antifat  cnres  when  obesity  is  complicated  by  other 
diseases. — DiseaLnes  of  various  kinds,  from  fc^light  funcli<inal  disturbances  of 
vital  organs  to  severe  anatomical  changes^  may  influence  the  physician  in  his 
decision  of  the  antifat  question.  More  frorpiently  than  otherwise,  it  is  the 
complicating  conditions  that  we  meet  which  lead  us  to  combat  obesity. 

Such  coruplications  may  lead  us  to  undertake  an  antifat  cure  when  if  wc 
found  a  noriual  condition  of  all  the  organs  tliere  would  be  no  iutlieation  for 
treatment. 

Among  the  disturbanecs  wbose  course  ami  prognosis  are  intluence<l  by 
obesity,  and  which  for  this  reason  may.  necessitate  the  reduction  of  moderate 
and  even  slight  corpulence  are  the  following; 

Disturbances  of  the  organs  of  eireuhition,  such  as  valvular  diseases,  myo- 
carditis, myocardiac  degeneration  of  the  he^rt,  fatty  heart,  or  better,  cardiac 
weakness  in  obesity,  arteriosclerosis,  aortic  aneurism^  etc* 

Renal  dis<:*ases,  particularly  contracted  kidney,  on  account  of  the  implica- 
tion of  the  heart  and  tlie  arteries  which  is  always  associated  with  it. 

Certain  clironie  diseases  of  the  respiratory  organs^  such  as  chronic  bron- 
chitis, pulmonary  emfihysema,  extensive  bronchiectases,  bronchia!  asthma, 
adhesive  pleurisy;  kyjihoscoliosis  also  may  be  here  included. 

Chronic  articular  rlicumatism. 

Gout  in  all  severe  forms. 

Other  diseases  characterized  by  loss  or  difficulty  of  motion  or  locomotion, 
for  example,  hemiplegias,  chronic  diseases  of  the  spinal  cord,  some  cases  of 
peripheral  paralysis,  many  surgical  atfections  of  the  bones  and  joints,  large 
varices,  chronic  uk^r  formation  upon  the  \eg^  deformities  of  the  lower 
extremities,  etc. 

Diseases  of  the  nervous  system.  That  neurasllienies  and  hysterical  per- 
sons  in  general  are  in  better  condition  when  their  fat  is  somewhat  profusely 
develo|>ed  has  already  been  mentioned;  therefore  these  are  the  patients  who 
fretjuently  require  forced  feeding  (see  above).  But  as  these  neuroses  do  not 
always  disappear  under  forced  fei'ding,  neither  does  corpulence  always  pre- 
vent their  appearance.  Where  the  neurosis  is  combined  with  corpulence,  care- 
ful antifat  treatment  and  the  re-establishment  of  the  normal  nutritive  con- 
dition may  be  indicated,  and  may  be  as  potent  in  relieving  the  neurosis  ad 
forced  feeding  is  in  thin,  poorly  nourished  persons. 

6.   REMARKS   REGARDING    THE    TECHNIC    OF    OVER-NUTRITION 
AND    UNDER-NUTRITION 

It  is  an  old  axiom  which  constantly  detuonstrates  itself  anew  that  dietetic 
cures  originating  witli  this  or  that  author,  and  advised  for  this  or  that  disease, 
degenerate  in  practice  into  mere  formula?.  The  *^  cure/'  the  method,  is  forced 
upon  the  patient,  instead  of  the  method  being  adjusted  to  the  patient  and  its 
main  principles  applied  to  the  unending  variety  of  cases.     Routine  precludes 
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snooess  in  this  field,  and  frequently  doe3  more  harm  than  good.  There  is  no 
single  '*best  method '^  of  over-nutrition,  and  no  single  best  method  for  the 
removal  of  fat,  but  there  is  for  each  individttal  case  one  and  only  one  be$t 
method.  It  must  be  constructed  by  the  physician  upon  the  scientific  laws  of 
nutrition,  whether  a  celebrated  mime  is  attached  to  the  method  or  not.  Hard 
and  fast  dietetic  rules  are  most  widely  developed  in  the  realm  of  antifat  cures. 
There  are  obesity  cures  according  to  Harvey- Banting,  Oertel,  Ebstein,  Hirsch- 
feld,  Schweninger,  Kisch,  Pastor  Ivneipp,  etc. 

I  do  not  intoiid  either  in  over-nutrition  or  in  under-nutrition  to  dwell 
upon  the  individualities  of  the  methods,  but  1  shall  emphasize  the  main  points. 

A.    THE  TECHHIC  OF  FORCED  FEEDING 

Over-nutrition  presupposes  that  the  ingestion  of  food  is  to  be  greater 
than  the  requirement.  How  great  the  surplus  of  food  is  to  he  depends  upon 
the  rapidity  with  which  the  process  is  to  be  carried  out.  Apart  from  particu- 
lar indications  (for  example,  in  Graves'  disease,  see  above)  the  capacity  of  the 
digestive  organs  should  decide  this  fjuestion. 

How  the  requirements  of  the  patient  can  be  approrimately  determined 
from  the  body-weight  has  been  related. 

According  to  the  calculations  w^hieh  I  made  in  a  large  number  of  cases 
treated  by  forced  ffx^liiig  I  obtained  the  following  results  (I  must  admit  in 
this  connection  that  the  figures  had  not  been  theoretically  determined  prior 
to  beginning  forced  feeding,  but  were  gained  empirically  during  the  treat- 
ment) :  With  a  daOy  excess  of  food  of  about  500  to  800  calories,  we  get  an 
increase  of  weight  of  from  GOO  to  1,000  grams  in  a  week;  with  a  daily  in- 
crease in  food  of  800  to  1,200  calories,  weight  increases  from  800  to  1,200 
grams  per  week ;  with  a  daily  excess  of  food  of  from  1,200  to  1,800  calories, 
weight  increases  from  1,200  to  2,000  grams  per  week. 

Quite  pro|wrly  tlie  *jiicstion  arises,  not  only  how  many  ealorieg  should  the 
food  contain,  but  also  how  much  albumin  and  N-free  substances  are  included 
in  it. 

The  aUmmin  hnUes  tbe<iretically  considered  have  no  great  value  in  in- 
creasing wciglit.  The  average  albumin  content  of  ordinary  diet  (lOn  to  110 
grams)  may  be  somewhat  increased  in  forced  fc?eding,  but  hardly  more  than 
50  grams.  Still  larger  quantities  of  albumin  can  be  utilized  only  in  excep- 
tional cases  as  the  bulk  of  the  food  becomes  too  great,  and  also  because  all 
albuminous  foods  produce  satiety  to  a  marked  extent.  Even  the  preparation 
of  purified  albumin  products  (casein,  nutrose,  tropon,  plasmon,  roborat,  aleu- 
ronat,  ergon,  etc.)  has  not  changed  this.  From  20  to  30  grams  during  the 
day  are  useful;  larger  (piantities,  if  their  use  l>e  prolonged^  as  a  rule  spoil  the 
appetite,  whether  we  administer  them  in  milk,  soups,  sauces,  pap,  in  the  form 
of  pastr]^'  or  otherwise.  No  matter  to  what  form  wc  add  the  50  grams  of  albu- 
min, which  I  have  designateil  as  the  most  that  can  be  used,  it  is  certain  that  for 
increase  of  weight  little  is  gained  by  this;  it  only  furnishis  about  205  calories. 

I  hold  that  in  generaL  allowing  for  exceptions,  the  daily  administration 
of  from  120  to  130  grams  of  albujuin  is  quite  sufficient.  My  l>est  residts 
were  arrived  at  by  keeping  within  these  limits.     Kevertheless,  it  must  be 


THE  TECHNIC  OF  OVER-NUTRITION  AND  UNDER-NUTRITION       71 


ii>ized  that  occasionally  the  mere  increase  of  the  aniount  of  albumin  is 

fficial;  for  example,  in  preparation  for  true  forced  feeding,  or,  if  there  is 
repugnance  to  great  quantities  of  N-free  food,  during  a  *^  vacation  period  "  of 
fmm  eight  to  fourteen  days  which  the  patient  nmv  have  to  take  in  his  forcai 
feeding  treatment.  Under  these  conditions  temporary  forcing  of  tlie  albumin- 
intake  at  the  expense  of  the  N-free  substances  renders  the  l>ody  more  receptive 
to  the  later  action  of  the  true  forced  fet^ding.  For  these  purposes  the  purified 
albumin  preparations,  such  as  plasmon,  etc.,  are  more  suitable  than  meat. 
From  50  to  IjO  grams  of  phismon  may  be  given  with  advantage  during  the 
day.  Tliere  is  no  difficulty  in  administering  this  amount,  as,  in  this  period, 
we  no  longer  increase  the  N-free  substance.  During  longer  periods,  however, 
little  can  Ik?  ex  peeled  from  such  an  exclusive  increase  of  the  albuminates. 

Among  tlie  subj^tanees  free  from  nitrogen  we  may  choose  l>etwcen  the 
administration  of  fats  or  of  carholufdrates^  or  may  administer  both  in  almost 
equal  proportions.  In  principle  it  is  inimaterial,  as  fat  and  carboliydrates 
compensate  for  one  another  according  to  the  law  of  isod^namics.  One  hun- 
dred grams  of  fat  are  equal  to  224  grams  of  carl>oh  yd  rates,  and  vice  versa. 
As  a  nde  the  marked  increase  of  earliolnd rates  is  preferable,  provided  always 
that  they  are  l>ettcr  tolerated  than  fats.  In  some  patients  this  is  unquestion- 
ably true,  but  in  the  majority  certainly  not.  If  we  desire  to  add  about  1,200 
calories  of  N-free  substances,  we  recjuire  either  129  grams  of  fat  or  300  grams 
of  carl>oh  yd  rates;  runny  other  mixtures  may  !k>  used  :  for  exam|>le,  200  grams 
of  carfjohyd rates  and  40  grams  of  fat,  or  100  grams  of  carbohydrates  and  85 
grams  of  fat. 

For  more  than  ten  years  I  have  preferred  to  increase  the  administration 
of  fat,  for  I  have  found  that  a  larger  amount  of  carbohydrates^— 300  to  400 
grams  a  day — is  not  well  borne  for  any  length  of  time.  When,  under  the 
constraint  of  treatment  in  an  institution,  the  patient  is  forced  to  take  the 
large  amounts  of  food  which  are  necessary  if  we  use  the  carbohydrates  alone, 
we  see  only  too  frtxpiently,  after  the  restraint  is  removed,  a  period  of  anorexia 
during  wlucli  much  of  the  Ixidy- weight  gained  with  so  much  difJiculty  is  lost. 

Accordingly,  the  composition  of  the  nourishment  during  forced  feeding 
should  l>e  about  as  follows: 

120  to  130  grams  of  albumin   (400  to  530  calories). 

300  to  350  grams  of  carbohydrate   (1,230  to   1,435  calories). 

This  nourishment  (7*30  to  1.965  calories)  forms  the  basis  to  which  as 
much  fat  may  lie  added  as  is  nwessary  to  make  the  proposed  calory  total: 
i.e.,  from  2f>0  to  30tJ  grams  of  fat  (l.f^HO  to  2,730  calories)  or  even  more. 
Frequently  a  portion  of  the  reqtiircd  ealnry  excels  may  be  given  in  the  form 
of  alcohol^  whereby  certain  arnoimts  of  fat  are  protecte<i  from  oxidation  and 
preserved  for  the  organism  (1>.3  grams  of  alcohol  protect  about  7  grams  of 
fat  from  oxidation). 

The  amount  of  umirr  to  he  added,  provided  special  indications  do  not 
necessitate  exact  regulation,  may  be  according  to  the  desire  of  the  patient. 
As  a  nde.  if  much  carlx>hydrate  is  given  the  amotint  is  greater  than  if  much 
fat  is  administered. 
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B.    THE  TECHiriC  OF  AlfriFAT  CURES 

In  ant  if  at  cotos  the  intake  of  Doiirishmeot  must  be  smaller  than  the 
demand,  and  in  the  obe.^ie  this  cannot  he  estimated  very  readily.  The  practi- 
cal need  will  be  satisfied  if  for  an  obese  person  the  average  norma!  require- 
ment, amounting  to  about  2,500  calories,  is  given  and  is  combined  with  slight 
or  mndenite  Ijodily  exertion.  On  this  basis  I  have  proposed  the  following 
scale  in  anlifjit  cures  :^ 

First  grade  of  ant  if  at  diet.=-To  this  belong  ant  i  fat  cures  in  whiHi  the 
diet  may  be  reduced  to  ab^ut  four-fifths  of  the  normal  requirement,  i.  e.,  to 
about  2fi(M)  calories.  Success  follows  this  only  when  we  are  treating  robust 
persons  who  are  able  to  take  suilkieut  bodily  exercise.  The  action  is  usually 
slow;  we  must  not  count  in  the  l>cginning  upon  losing  more  than  from  three 
to  four  pounds,  and  later  tw^o  to  tliree  pounds,  of  weight  per  month- 
Second  grade  of  antifat  diet. — In  this  category  the  antifat  cures  belong 
in  which  the  diet  is  reduced  to  three-fifths  of  the  usual  requirement,  there- 
fore, to  about  l,4iKi  to  1^500  calories.  This  diet  may  very  readily  be  adapted 
to  the  mode  of  life  of  most  patients,  so  that  they  can  follow  their  occupations 
without  hindrance.  The  rapidity  of  cure  depends  upon  the  amount  of  physical 
exercise  they  can  take.  If  exercise  is  difficult  or  impossible  (as  in  many 
women,  in  very  lazy  persons,  in  certain  diseases,  particularly  in  paralysis  and 
with  threatening  signs  of  cardiac  weakness),  the  action  of  diet  alone  is  quite 
slow  (about  two  to  three  pounds  a  month).  In  vigorous  persons  who,  besides 
pursuing  their  daily  occupations,  can  devote  an  hour  to  an  hour  and  a  half 
daily  to  mountain  elimbing,  bicycling,  rowing,  exercise  in  tlie  gymnasium,  etc., 
at  first  losses  in  weight  of  four  to  six  pounds,  later  of  tw*o  to  four  pounds,  a 
month  are  the  result.  For  a  time,  as  for  instance  during  a  vacation  in  the 
mountains,  these  losses  may  without  excessive  exertion  he  increased  to  11 
pounds  a  inoutli  or  more. 

Third  grade  of  antifat  diet. — To  this  belong  antifat  cures  in  which  the 
diet  is  less  than  three-fifths,  or  even  only  two-fiftha  of  the  usual  requirement, 
i»e.,  about  1,000  to  1,400  calories.  In  this  class  belong  the  well-known  diet- 
aries calculated  to  produce  decided  and  rapid  action,  those  of  Banting-Harvey^ 
Oertel,  Ebstein,  and  others,  as  is  shown  by  the  following  tables: 
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1  V,  Noorden^  "  Die  Fpttsutht  "  in  Nothnagel's  "  Haudbucb  der  speciellen  Pathologic 
und  Therapies'  Wieu,  1900,  p,  1 10. 


I 


THE  TECHNIC  OF  OVER^NUTRITION  AND  UNDER-NUTRITION        73 


A  diminution  of  food  lo  about  two-fifths  of  the  usual  rcqiiirement  is 
looked  iipoii  as  llie  utmost  tliat  nuiy  be  wisely  attempted  in  the  ohese  patient. 
The  amount  and  rapj*lilr  of  the  k)S8  of  weight  depend  in  the  main  on 
the  accompanying  eonditions.  If  the  patient  is  inactive,  the  loss  in  weiglit 
amounts  to  from  CA  to  13  pounds  in  a  month.  The  greater  reductions  are 
noted  in  the  niediuiu,  tbe,  slightrr  decTeases  in  the  most  nuirked  grades  of 
ol>esity.  If  auxiliary  measures,  such  as  systematic  muscular  exereise,  hydro- 
therajieutie  agents,  mineral  spring  cures,  etc,  are  utilized,  the  loss  in  weight 
may  readily  be  increased  to  23  to  33  pounds  in  a  month. 

The  fol fowling  table  showing  the  success  whieh  Dapper  attained  in  his 
Banatorium  at  Kissin gen,  in  whieh  the  diet  scheme  was  based  upon  that  pro- 
posed by  me,  is  instructive; 
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In  what  proportions  the  mam  constituents  of  the  food,  albumin,  fat,  and 
carliohydrates,  are  to  be  arranged  in  the  antifat  diet  of  milder  and  medium 
grades  is  of  minor  importance.  The  restriction  of  food  is  not  so  complete 
that  danger  from  uniformity  of  the  diet  is  to  be  feared.  On  the  other  hand, 
the  question  as  to  liow  we  are  to  act  in  ant i fat  cures  of  the  third  degree  has 
been  much  discussed.  It  cannot  be  considered  of  vital  importance,  for  prac- 
tical  experience  has  sufficiently  demonstrated  that  with  a  high  intake  of  alhu- 
niin  (Banting,  Oerteh  Kisch,  v.  Nm**rden)  as  well  as  with  a  low  intake  of 
albumin  (Eb.stein,  Hirschfeld)  satisfactnry  results  have  been  attained.  The 
investigations  in  metabolism  of  the  last  Igw  years  are  in  accord  with  this, 
I  regard  the  question  as  one  of  technic  rather  than  of  theory  or  principle. 
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Experience  appears  to  prove  that  in  numerous  patients  the  adrainietration 
of  large  amounts  of  meat^ — equivalent  to  a  high  intake  of  albumin — is  much 
better  than  i?maU  ones.  Meat  is  not  only  the  most  importaut  food  for  most 
persons,  but  also  the  one  most  desired.  Nevertheless,  there  are  many  corpulent 
persons,  especially  women,  who  dislike  large  amounts  of  meat,  and  in  whom 
any  autifat  diet  that  consists  lar«^ely  of  meat  will  eertiiinly  suffer  shipwreck. 
Nothing  can  be  more  unwise  than,  for  the  sake  of  theory,  to  force  the  admin- 
istration of  albumin  up  to  a  certain  height;  the  ret^uirements  of  the  individual 
ease  and  nothing  else  should  be  considered.  But  we  must  insist  on  not  less 
than  the  minimum  of  about  100  grams  of  albumin.  Above  this,  theoretically, 
the  limit  cannot  be  (h^fiuite.  In  practice,  about  180  grams  of  albumin  per 
day  should  rarely  lie  exceeded. 

Xo  less  warm  Ihan  the  question  of  the  administration  of  albumin  is  the 
discussion,  whether,  among  the  substances  free  from  nitrogen,  more  fai  or 
more  earbohffdrfife  should  be  given.  The  important  point  is,  that  the  total 
of  these,  according  to  their  calory  values,  must  be  diminished  so  that  the 
total  amount  of  food  reaches  the  degree  aimed  at  in  the  autifat  diet.  But 
both  the  fat  and  the  carbohydrates  must  be  reduced  below  the  average  amount 
if  the  administration  nt  nourishment  is  to  be  limited  to  two- fifths  or  llirei> 
fiftlis  of  the  average  re<juiremeut  (see  above).  If  only  the  one  or  the  other 
is  forbidden  or  limited — whether  it  be  the  fats  or  the  earliohvdrates^ — ^sufficient 
of  the  other  remains  in  the  diet  to  render  the  result  dubious.  \Yhether  in 
the  simulfaneous  limitation  a  little  more  fat  (Ebstein,  Hirschfeld)  or  a 
little  more  carbohydrate  (Banting,  Oertel,  Kisch,  v.  Noorden)  remains  is  of 
guhordinate  importance.  Only  the  calory  total  of  both,  not  the  chemical 
constitution — whether  fat  or  carbohydrates — is  of  significance.  I  regard  it  as 
only  a  (juestion  of  technic  how  far  the  limitation  of  one  or  of  the  other  is  to  be 
carried.  Ttie  wishes,  the  manner  of  life,  and  the  peculiarities  of  the  patients, 
not  the  principles  of  treatment,  are  the  determining  factors.  But  from  my 
owD  exiH?rienee  I  shouhl  like  to  emphasize  the  ftiet  that,  as  a  rule,  we  attain 
better  results  if  the  fats  are  limited  as  mitch  as  possible,  and  somewhat  more 
of  carbohydrates  are  permitted  in  the  food;  for  the  carbohydrates  furnish 
a  larger  volume,  satisfy  more  readily,  and  permit  a  much  greater  variation 
in  the  diet. 

Alcohol,  of  course,  must  not  be  given  with  a  free  hand  in  antifat  cures. 
As  already  reuuirked,  it  saves  fat  and  in  this  uumner  favors  its  accumulation. 
Many  persons  owe  their  excessive  adipose  tissue,  primarily,  to  the  imiuoderate 
use  of  alcolioh  Nevertheless,  almost  all  authors  have  ascribed  to  alcohol  a 
subordinate  place  in  antifat  cures — and  quite  properly  so,  since  in  practice 
its  stimnlafing  effect  cannot  always  l>e  dispensed  with.  But  where  it  is  possi- 
ble— particidarly  in  young,  robust  peoplc^ — it  is  wise  to  exclude  alcohol  on 
accoimt  of  its  high  calory  value. 

In  antifat  cures  the  question  of  the  aUou?tinrp  of  wafer  is  usually  discussed. 
Among  laymen,  and  also  among  physicians,  the  opinion  prevails  that  the 
intake  of  fluids  favors  the  aeenmnhition  of  fat.  This  is  unquestionably  incor- 
Ti^ct  How  easy  and  cheap  would  it  he  for  the  farmer  if  the  administration 
of  water  favored  fattening!    On  the  other  hand,  the  statement  that  antifat 
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treatment  is  favored  by  limiting  the  amount  of  water  cannnt  be  pronounced 
unqualifiedly  incorrect.  We  must  be  quite  elear  that  thi^  fiict  has  no  bearing 
on  the  relation  between  the  administration  of  water  and  decomposition  of 
fat — as  taught  by  Oertel  and  SchweningiT— but  that  water  has  its  effect  l>y 
influencing  the  intake  of  food.  Many  persons  eat  decidedly  less  when  forbid- 
den to  take  a^  much  fluid  as  they  have  been  aeeustomed  to  doing.  They  cer- 
tainly eat  less  if  the  simultaneous  ingestion  of  fluid  and  solid  food  is  for- 
bidden. The  lessened  inge>ition  of  fi»od  will  then  promote  the  disappearance 
of  body  fat.  But  this  result  cannot  always  be  eoimted  upon,  for  among  the 
obese  we  meet  many  whose  a]>]>etite  is  not  influeneeil  in  Hie  least  by  limiting 
the  intake  of  fluid.  They  naturally  remain  fat,  or  even  deposit  more  fat,  no 
matter  how  mueh  ihi*y  are  tormented  l>y  the  thirst  cure. 

I  have  forniulateil  the  present  status  of  the  question  in  the  following  state- 
ments :  ^ 

1.  A  limitation  of  the  intake  of  fluid,  according  to  Oertel  and  Schwen- 
inger, has  not  the  slightest  influence  upon  the  decrease  of  body  fat  or  upon 
the  increase  of  fat  metabolism. 

2.  The  primary  effect  of  limitation  of  fluid  upon  liody-weight  depends 
upon  the  losses  of  water  from  the  blood  and  the  tissues.  This  may  be  utilized 
tiierapeutically: 

(a)  To  improve  the  circulatory  conditions  in  endangered  failure  of  the 
heart  (in  case's  of  valvular  disease,  diseiise  of  the  heart  muscle,  arteriosch  ro- 
sis,  contracted  kidney)  ; 

(b)  In  patients  with  a  tendency  to  immoderate  pnMluction  of  sweat,  and 
for  the  purpose  of  combating  hvflrorrhea  ; 

(c)  In  some  patients  it  is  a  valuable  auxiliary  remedy  through  suggestion. 

3.  The  intluenee  of  the  limitation  of  water  upon  fat  metabolism,  particu- 
larly in  decreasing  the  amount  of  fat,  is  only  indirect,  and  comes  into  ques- 
tion only  under  special  conditions,  namely: 

(a)  If,  by  decreasing  the  fluid  intake,  the  circulatory  distnrhanees  pres- 
ent are  to  be  compensated;  there  may  be  then  a  possibility  of  favoring  the 
combustion  of  fat  by  muscular  exercise. 

(b)  Wben»  by  decreasing  the  fluid  intake,  the  appetite  of  the  person  for 
fat-producing  foods  is  diminished.  This  result  may  appear  in  a  marked 
degree,  more  frepiently  in  slighter  degree,  or  not  at  all 

4.  When  no  special  indications  are  present  the  intake  of  water  is  not  to 
be  limited  in  the  obese,  as,  without  this,  we  attain  the  same  end  and  the 
limitation  of  water  in  such  cases  is  only  an  unnecessary  hardship  for  the 
patient. 

That,  in  antifat  cures,  nnder-nutrition  is  not  the  only  agent  to  he  em- 
ployed, but  that  this  is  to  be  assisted  hy  systematic  muscular  exercise,  has  been 
reiterated*  I  shall  not  enter  into  individual  points,  but  will  only  refer  to 
other  cliapters  of  this  book  in  which  the  treatment  of  obesity  has  been  explic- 
itly describe*!. 

Here  it  is  only  necessary  to  indicate  the  important  points  that  should 
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be  remembered  in  all  curative  methods  in  which  over-nutrition  and  under- 
nutrition come  into  play.  The  better  the  physician  understands  the  general 
laws  of  these  cures,  the  more  readily  will  he  be  able  to  meet  the  indications 
of  the  individual  case.  The  successes  of  dietetic  therapy  may  only  too  readily 
become  matters  of  routine.  Many  practitioners  adhere  too  closely  to  definite 
diet  schemes  which  have  been  proposed  by  this  or  that  celebrated  author,  or 
they  even  hand  to  the  patients  a  so-called  diet  list  which  refers  only  to  the 
disease,  and  not  to  the  patient,  and  which  means  the  annihilation  of  indi- 
vidual dietetic  therapy.  Only  the  intimate  union  of  practical  experience  with 
a  comprehensive  understanding  of  fundamental  theoretic  laws  will  enable  the 
physician  to  choose  rightly  in  every  case.  He  must  always  bear  in  mind  that, 
although  there  are  many  methods  of  securing  over-nutrition  and  under- 
nutrition, for  the  special  case  there  is  but  one  best  method. 
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I.   GLYCOSURU   AND   DIABETES 

Glycosuria,  Lc'vnjlasiiriu.  I^itctosuria  and  Pentosuria.  Phjaiologic  and  Alimentary 
Glycosuria.  AHnumtary  (JlyttjHuria  e  Huecharo;  Non-Diabotic  and  Diabetic  Forms, 
SpontAnenus  Xuii-DiiiLw^tic  Ulycoaurias. 

By  the  term  *'  glyooi^uria  ''  we  moan  the  appeamnoe  in  the  urine  of  true 
grape-sugar  (dcxtrru^e,  gliK^M*),  which  i^  dextrorotary.  We  also  gpeak  of 
"  k'Vtilosyria/'  when  we  meiin  the  excretion  of  leviilo.se,  a  fruit  sugar  which 
ifi  levorolarj.  *' Laetosuria  "  means  the  excretion  of  niilk-sugsir  (lactose), 
A  sugar  containing  five  atoms  of  earhon,  in  its  molecular  composition  knowTi 
as  pentose*  may  also  appear,  hence  llie  term  "  pentosuria." 

Lactosuria  may  occur  during  pregnancy  and  in  nurslings,  ami  has  nothing 
in  common  with  dial>etes.  Pentose  may  he  found  in  the  urine  after  the  inges- 
tion of  cherries,  plums  and  Ikk^f,  and  occasionally  also  in  diahetic  urine,  hut 
its  ri^ile  in  diahetes  is  qnite  obscure. 

On  the  other  hand,  there  are  cases  of  diahetes  mellitiis  in  which  lovii- 
losuria  takes  the  place  of  dextrosuria  and  levnlose  plays  the  part  in  the 
disease  which  ordinarily  is  assumed  hy  dextrose.  Such  cases  are,  however, 
very  rare,  not  more  than  half  a  dozen  l>eing  k^nown. 

Glycosuria  (dextrosuria)  is  the  cardinal  sympfom  of  diahetes  mellitus, 
hut  not  every  case  of  glycosnria  is  of  a  dinhotic  nature.  There  is  a  so- called 
physiologic  gJifcosnria:  in  other  words,  a  normal  individual  may  excrete  dex- 
trose in  his  urine,  hut  the  quantity  is  always  extremely  small.  Disregarding 
for  the  present  so-called  alimenfartf  ghjcosnria,  the  percentage  of  sngar  in  the 
urine  of  healthy  individuals  is  seldom  more  than  0,0/i  per  cent.,  although  it 
may  reach  0,1  per  cent,  or  even  0.2  per  cent. 

It  is  fortunate  that  the  amount  of  sugar  in  normal  urine  does  not  react 
to  the  ordinary  tests,  Trommer's  (or  Fehling^s)  and  also  Fischers  test  only 
give  a  positive  reaction  in  urine  when  the  amount  of  sugar  pre^^ent  is  abnor- 
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mally  high;  i.e.,  over  0.1  per  eeTiL,  and  only  whea  this  quantity  of  sngar  is 
present  can  it  be  qimntitatively  et^timated.  Jf  on  boiling  urine  in  an  alkaline 
solution  of  copper  sulphate  (Trommeri^  test)  we  iinuiefliately,  not  subse- 
quently, oljfain  a  red  or  reddi&h-velhjw  preeipitate,  or  if  on  warnnng  tlic 
urine  with  phenyl hydrazin  and  acetic  acid  on  a  water-bath  for  half  an  hour, 
a  distinct  crystalline  sediment  is  deposited,  we  may  be  sure  that  the  glycosuria 
is  not  physiologic.  As  possible  sourees  of  error  there  may  he  mentioned  the 
presence  in  the  urine  of  lactose,  pentose,  and  combinations  of  glycuronic 
acid  (after  the  administration  of  chloral,  chloralamid,  etc.).  Lactose  and 
pentose  as  well  as  combinations  of  glycuronic  acid  have  a  considerable  power 
of  reduction.  l>ut  we  may  readily  distingnish  them  from  dextrose  by  the 
fermentation  test  and  by  polarization. 

In  dial>etci^,  then,  we  are  concerned  only  with  hj^erglycosuria,  or,  in 
other  words,  with  cases  in  which  the  sugar  exists  m  such  quantities  as  to 
react  readily  to  the  a1>ove  mentioned  tests.  But  h>^erglycosuria  may  exist 
indepcntJrntly  of  diabetes.  The  so-called  alimentary  glycosuria  is  a  case  in 
point:  a  person  whose  urine  does  not  contain  sugar  partakes  of  sugar  or 
sugar  forming  gubstanccs  (starchy  materia!,  dextrin)  in  sweeteneil  foods  and 
liquids,  beer,  bread  or  potatoes,  etc. ;  if  sugar  then  appears  in  the  urine  so 
that  it  may  l>e  detected  by  means  of  any  of  tlie  ordinary  quantitative  tests, 
this  condition  is  designated  alimrntarp  ghfrosurm. 

In  diabetics  whose  urine  is  temporarily  free  from  sugar,  this  is  of  quite 
regular  occurrence.  It  also  takes  place  in  non-diabetics,  but  with  this  differ- 
ence, that  in  the  diabetic  tlie  sugar  producers  in  the  food— -the  flour  in  bread, 
ete. — if  consumed  In  large  amounts  give  rise  to  glycosnria  almost  as  surely 
as  the  sugar  itself,  while  this  condition  only  occurs  in  the  non-diabetic  from 
sugar  and  not  from  starchy  sulistanees. 

Thi'Tpfore,  ghjrosttrin  after  the  ingestion  of  sugar  need  not  be  dial>etic, 
but  may  be  produced  in  normal  persons  even  up  to  several  per  cent.,  provided 
the  sugar  (grape-sugar,  milk-sugar,  or  cane-sugar)  is  given  upon  an  empty 
stomach  in  amounts  of  100  grams  and  over.  If  such  a  glycosuria  occur  after 
the  consumption  of  100  grams  of  sugar  (usually  grape-sugar  is  used)  when 
the  stojnnch  is  no  longer  empty,  we  arc  dealing  with  abnormal  glycosuria, 
i.  e.,  alimentary  glycosuria  e  saccharo.  This  mat/  ind irate  diabetes  or  be  tlie 
first  sign  of  the  development  of  the  disease;  in  other  words,  the  person  in 
question  may  develop  dialM'tes  sooner  or  later,  but  not  necessarily;  the  indi- 
vidual need  not  be  a  diabetic,  nor  even  become  one. 

Taking  as  a  criterion  the  nature  of  the  proresses  concerned,  let  us  now 
attempt  to  differentiate  between  diabetic  and  non-diabetic  glycosuria. 

In  the  diabetic,  the  organs  which  are  concerned  in  the  consumption  of 
augar  have  suffered  damage  and  are  incapacitated  for  work ;  they  fail  to  extract 
the  sugar  from  the  Idood  which  is  brought  to  them,  or  they  return  it  to  the 
circuhition,  as  tiiey  are  incapable  of  utilizing  it.  Thus  a  h}q>erglycemia  and 
consequent  glycosuria  arises,  provided  the  amount  of  sugar  in  the  blood  is 
more  than  0;2  |>er  cent.-0.3  per  cent.,  and  this  is  a  diftJietic  h\7>erglycemia 
and  glycosuria.  The  condition  depends  upon  olisiruction  to  the  normal  drain- 
age of  sugar  from  the  blood  by  tiie  organs  of  sugar  metabolism,  and  it  is  for 
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this  reason  that  sugar  is  excreted  by  tlie  kidnevs.  But  the  organs  whose 
functioo  it  is  to  burn  Bugur  eannot  take  up  from  the  blood  and  consume  an 
unlimited  amount  of  sugar,  even  if  they  and  all  the  other  organs  are  per- 
fectly sound  and  function  nonnally.  It  is  true  that  a  Hooding  of  tlie  blood 
with  sugar  can  hardly  occur  in  health  through  the  ingestion  of  starches,  even 
in  the  largest  amounts,  as  these  are  absorbed  too  slowly,  but  it  may  readily 
occur  after  ingestion  of  large  tjuantities  of  readily  absorbable  sugar  solu- 
tions. That  alimentary  glycosuria  (e  saccharo)  may  he  explained  in  this 
manner  is  evident  from  the  fact  that  in  most  of  these  cases  the  sugar 
{for  example,  milk-susjar  or  levulose)  ig  excreted  in  the  same  form  in  which 
it  is  introduecML  This  explanation  is  also  favored  by  the  circumstance  that 
alimentary  glycosuria  occurs  more  readily  when  the  stomach  is  empty,  for,  as 
is  well  known,  absorption  is  then  more  rapid.  This  fvathologie  but  non- 
diabetic  alimentary  glycosuria  (e  saeclmro)  is  probably  due,  therefore,  to  an 
abnormal} fj  hastenrd  absorption  of  the  sugar  solution. 

Finally,  non-diabetie  glycosuria,  i,  e.,  glycosuria  despite  a  normal  condi- 
tion of  the  sugar-consuming  organs,  may  occur  when  the  renal  sei;retion  has 
become  so  increased  that  sugar  and  other  solids  arc  drawTi  out  of  the 
blood  in  abnormally  large  quantities  and  excreted  with  the  urine.  Perhaps 
it  may  lie  possible  to  ex[ilain  in  this  way  the  fact  that,  after  the  ingestion  of 
much  bc*er  or  champagne,  sugar  (even  several  per  cent.)  is  occasionally  found 
in  the  urine. 

It  is  possible,  however,  that  in  these  **  beer  glycosurias  ■*  the  damaging 
influence  of  the  alcoholic  beverage  upon  the  liver  is  also  a  factor;  the  possi- 
bility  is  obvious  enough,  since,  in  cirrhosis  of  the  liver,  alimentary  glycosuria 
is  frequent.  In  these  cases  we  are  then  concerned  with  diabetic  glycosuria, 
i.  e.,  with  the  complication  of  cirrhosis  of  the  liver  and  diabcles  mellitiis. 

This  exam])Ie  shows  how  difticult  it  is  to  separate  alimentary  glycosuria 
from  the  dial>etic  form,  and  there  are  many  other  illustrations  of  this  diifi- 
cuJty.  Thus,  in  traumatic  neuroses  true  diabetes  may  occur.  On  the  other 
hand,  alimentary  glycosuria  (e  saccharo)  is  a  particularly  fre*c|ueiit  symptom 
in  traumatic  neuroses.  And  one  cannot  look  upon  this  sign,  in  all  cases, 
as  indicating  diabetes — at  any  rate  in  the  ovcrwhelniing  majority  of  cases 
such  a  condition  does  not  arise.  In  exophthalmic  goiter  the  same  state  of 
affairs  exist^s.  Taken  all  in  all,  in  every  alimentary  glycosuria,  including  the 
"e  saccharo''  variety,  it  is  necessary  to  observe  great  caution  in  deeidinjj 
whether  this  is  a  sign  of  diabetes  or  not.  Alimentary  glycosuria  following 
the  ingestion  of  starch  must  always  l>e  looked  upon  as  a  sign  of  true  diabetes, 

"  Experimental  *'  glycosuria  in  the  human  being  does  not  play  a  great 
role,  although  it  occasionally  occurs — for  example,  glycosuria  after  poison- 
ing with  coal  gas,  or  with  phloriiLstn  fur  purposes  of  malingering.  These 
conditions  must  be  understood  in  order  to  recognize  that  they  arc  not  cases 
of  diabetes. 

In  all  cases  of  spontaneous  glycosuria  (non-alimentary)  the  greatest  care 
is  necessarv  before  deciding  whether  they  are  to  be  looked  upon  as  signs  of 
diabetes  or  not.  We  must  be  sure  that  {)entose  or  glycuronic  acid  in  the  urine 
18  not  mistaken  for  glycosuria;  when  lactosuria  occurs  in  pregnancy  or  in 
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the  puerperal  state,  we  must  know  that  this  lias  nothing  to  do  with  diahctes. 
As  an  example  of  true  glycosuria  appearing  spontaneously  in  man.  yet  not 
the  expression  of  diahetes,  I  can  only  mention  the  form  oeeurrinf^  in  cholera 
asiatica  and  cholera  nostras. 

All  other  forms  (unless  proofs  are  present  to  the  contrary)  shonld  he 
looked  upon  as  diahetic;  hnt  we  i^eod  to  know  what  is  meant  hy  dia!>etes,  i.e., 
the  disease  of  this  name  as  it  occuris  in  the  human  bubject 


n.  THE    VARIOUS    FORMS    OF    DIABETES; 
DIABETIC    PREDISPOSITIOIT 

Acute  Diabetes,  the  Acute  Fooii  Term  mating;  Fatally  nml  the  Anitp  Form  Rpsultinfr 
in  llet-ovory — Transitory,  Nervous  ( Ccn^bml  Trauma ),  rtnd  Pancreatic  (Jlyeo.Huria 
BeprcHt^nting  th<?  8horlpst  Cour'^p  ot  Acute  Diabptes  Mellitus  Tcnninatiii^'  in  Hci:*overy. 
Cbronic  Diabetes  Mellitus  ab  an  Exprcyj^ion  of  an  licrctHtury  Predisposition.  It-^ 
Three  Varieties:  (a)  The  Pure  Form,  (b^  Diabetes  of  tbe  Ajjed.  and  {e)  Orjianie 
Diabetes  Mellitus,  Etiolojij'  of  DialM^ea  Mellitus  and  the  Possibility  of  its  Cure  in 
the  Light  of  Heredilsm^  Predisponition — llie  Heredity  of  Diabetes  Mellitus.  One  Fanii 
or  Several  Forms  of  DialK'tet*"? 

Diabetes  is  generally  considered  a  chronic  affe<*tiou,  tmt  it  may  take  an 
acute  course  and  be  cither  rapidly  fatal  or  readily  curable. 

Well  studittl  canes  with  an  acutely  fatal  course  have  been  reportcrl;  for 
instance,  WaUaeh  reports  the  case  of  a  chemist  who  was  aecustonuxl  to  make 
weekly  examinations  of  his  own  urine.  The  urine  was  always  free  from  sugar 
until  suddenly  a  severe  glycosuria  appeared,  and  within  live  weeks  the  man 
died  in  diahetic  coma. 

The  question  of  acnte  cases  that  terminate  in  recovery  is  less  .simple. 

Schmitz  reports  the  case  of  a  fuur-yt^ar-old  child  n[  n  diabetic  mother. 
The  anxious  mother  had  the  urine  of  the  child  examined  frequently,  ami  it 
was  always  free  from  sugar  up  to  November  22^  1871.  On  November  20th, 
the  child  was  attacked  by  a  gastric  fever,  and  on  the  27th  the  sugar  contained 
ill  the  urine  amounted  to  5.8  per  cent.  The  c!iild  was  put  upon  strict  diet, 
and  on  the  Kit!i  of  December  the  urine  was  again  free  from  sugar.  Allhongh 
the  patient  gradually  returned  to  the  usual  saccharine  and  amylaceous  diet 
the  urine  remained  normal  for  twenty  years.  Whether  it  is  correct  to  my 
that  tbe  diabetes  had  already  been  cured  upon  the  13th  of  Deceml>er  is  at 
least  very  f|uestionaf)le,  for  at  that  time,  and  for  a  long  period  afterward,  the 
child  lived  upon  a  \ery  strict  diet,  which  later  was  even  more  restricted,  so 
that  very  little  was  expected  from  its  carbohydrate  metabolism.  On  Decem- 
ber 13th,  the  recovery  war.  probably  only  relative. 

Zinn  observefi  a  child  attacked  by  diabetes  mellitus  after  scarlatina;  the 
patient,  after  ten  weeks,  even  upon  ^*mi.xed  diet"  showed  no  sugar  in  the 
urine;  nn fortunately  tbe  observations  in  regard  to  the  recovery  were  only 
coniinueci  for  a  few  months. 

Similar  conditions  may  he  observed  in  all  cases  of  true  diabetes  in  which 
recovery  takes  place. 

Pial>etes  after  cerebral  injuries  also  occurs  as  an  acute  disease  which  may 
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terminate  io  recovery.  As  a  result  of  trauma  of  the  Urain  we  note  cases  of 
diabetes  tliat  are  severe,  even  very  severe;  then  there  are  case^  which  run  a 
milder  eour.«ie  simitar  to  those  of  Srhuiitz  and  Zinn  mentione<l  above;  finally, 
there  are  ca.ses  after  cerebral  injuries,  in  whieli  transitory  glycosuria,  without 
any  further  ef»ni*tKjiicnces,  occurs  and  lasts  but  a  few  days.  What  rij^^ht  have  we 
to  deny  that  these  trandtory  glycosurias  ropre.-^ent  the  mildest  forms  of  dia- 
liotes  luellitns?  Tlie  same  lessons  which  are  tau<:ht  us  by  the  study  of  diabetes 
after  cerebral  injury  in  tlie  hunum  subject  arc  paralleled  as  regards  pancreatic 
dialnites  by  experiments  upon  animals;  extirpation  of  the  pancreas  produces 
the  most  severe  forms  of  chronic  diabetes;  transitory-  lesions  of  the  organ 
produce  mild  e[>hemeral  glycosuria. 

In  my  opinion  we  must  admit  that , diabetes  may  occur  as  an  acute  affec- 
tion, and  this  conclusion  has  some  practical  importance;  spontaneous,  true, 
acute  diabetes  is  certainly  very  rare,  but  transitory,  s|>ontaneous  (  ?)  gly- 
cosuria may  W  explaiui^d  in  this  manner: 

Allhough  the  course  of  the  disease  is  for  the  most  part  chronic,  the  con- 
ditions are  not  accurately  designated  if  we  call  diabetes  **  a  chronic  diseme''; 
in  the  majority  of  cases  there  is  an  innate  hereditary  predisposition,  a  weak- 
^ness  of  sugar  metabolism,  which,  sooner  or  later,  in  a^mbination  with  other 

uses,  or  even  without^  such,  may  lead  to  insulliciency  of  sugar  metabolism 

d  thus  give  rise  to  the  disease. 
According  to  this,  three  forms  of  the  disease  may  be  differentiated: 

1,  Diaheieg  mcUitu^  of  footing  indivitlimls  (those  between  thirty  and  forty 
of  age)    (*']*ure  diabetes^-). 

In  this  form  the  hereditary  weakness  of  sugar  metabolism,  without  the 
iation  of  any  special  disease  of  an  organ,  progresses  to  insulTiciency. 
This  occurs  at  an  early  period  of  life,  owing  to  a  particular  severity  of  the 
patliologic  predisposition,  and,  in  keeping  with  this,  the  cases  are  for  the  most 
part  serious. 

2,  Diabetes  of  the  aged,  the  usual  mild  diabetes  of  old  {>ersons;  the  saying 
that  "  the  age  of  an  individual  depends  upon  the  condition  of  his  arteries  *^ 
is  also  true  in  these  cases;  usually,  arteriosclerosis  is  the  underlying  condi- 
tion and  with  this  all  factors  are  operative  which  favor  its  devclopuicnt ;  lux- 
urious living  and,  above  all,  the  use  of  alcohol. 

It  is  readily  i^een  that  the  least  severely  predisposed  cases  are  the  ones  in 
which  this  form  of  diabetes  is  most  likely  to  appear :  perhaps  this  accounts 
for  its  relatively  mild  course, 

3,  Organk  diahrtfs:  this  refers  to  cases  in  which  disease  of  a  particular 
organ  is  the  immediate  cause  of  the  atTection.  As  examples,  there  may  be 
fYicntioneri :  (a)  among  the  diseases  of  the  liver,  cirrhosis  and.  rarely,  chronic 
cholelithiasis;  (7j)  among  diseases  of  the  nervous  system,  apoplexy,  chronic 
eneephalomalacia,  cerebral  syphilis,  dementia  paralytica,  tabes  dorsalis,  cere- 
bral trauma  of  all  kinds,  the  various  functional  neuroses,  particularly  the  trau- 
matic ones,  aud  paralysis  agitans:  (r)  diseases  of  the  th}Teoid  gland  (Graves' 
disease) ,  and   (d)  diseases  of  the  pancreas. 

Experimental  evidence  would  seem  to  show  that  the  pancreas  takes  the 
first  position  among  the  organs  which  cause  diabetes,  since  by  extirpation  or 
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by  a  more  or  less  extensive  resection,  true  diabetes  may  be  produced.  Our 
investigations  in  man,  however,  only  correspond  with  this  in  so  far  as  extir- 
pation of  the  pancreas  and  disease  of  the  pancreas  also  cause  diabetes  in  the 
human  subject.  On  the  other  hand,  diseases  of  the  pancreas  have  only  in 
rare  instances  been  determined  with  certainty  as  the  cause  of  diabetes ;  these 
aflPections  are  pancreatic  calculi,  pancreatic  cirrhosis,  neoplasms  and  cysts. 

If  we  have  disease  in  an  organ  which  is  very  influential  in  sugar  metabo- 
lism, as,  for  instance,  the  nervous  system  or  pancreas,  this  suffices  to  produce 
diabetes,  even  without  a  previous  predisposition;  if,  however,  a  predisposi- 
tion exists,  disease  of  one  of  the  vital  organs  is  not  absolute^  necessary. 
Slight  general  disturbances  are  sufficient  to  bring  about  an  insufficiency  in 
sugar  metabolism.  Thus  the  varying  etiology  of  diabetes  mellitus  becomes 
comprehensible,  and  we  learn  to  recognize  as  causes  not  only  the  above  men- 
tioned organic  diseases,  but  also  many  severe  or  mild  general  affections: 
influenza,  enteric  fever,  scarlatina,  erysipelas,  phlegmons,  syphilis,  and, 
finally,  the  most  manifold  forms  of  trauma,  surgical  operations,  psychical  dis- 
turbances, bodily  or  mental  over-exertion,  indigestion  and  excesses  of  all 
kinds;  all  of  these  are  occasionally  of  etiological  significance  in  diabetes 
mellitus. 

This  conception  of  diabetes  mellitus  as  an  expression  of  an  hereditary 
weakness  of  metabolism  makes  clear  at  once  what  we  can  expect  as  regards 
the  cure  of  diabetes. 

One  can  speak  of  actual  cure  only  in  those  cases  in  which  the  disease 
appears  as  the  result  of  an  affection  of  one  of  the  principal  organs;  if  an 
affection  of  the  organs  in  question  improves,  then  diabetes  may  actually  be 
"cured."  That  this  occurs  is  certain  (in  man)  in  the  case  of  diabetes  as  the 
result  of  brain  injuries. 

If,  however,  as  in  most  cases,  the  cause  of  diabetes  must  be  referred  to 
hereditary  predisposition,  we  must  at  once  assume  a  skeptical  attitude  in 
regard  to  the  cure,  all  the  more  so  if  the  predisposition  is  the  only  causal 
factor.  Where  other  causes  are  associated  with  this,  e.  g.,  cirrhosis  of  the  liver, 
infectious  diseases,  especially  syphilis  (we  may  remark  in  passing  that  syphi- 
lis plays  but  a  very  slight  role  in  the  etiology  of  diabetes),  arterio-sclerotic 
circulatory  disturbances,  we  have  more  reason  to  hope  that,  by  treatment  or 
by  cure  of  the  causes  simultaneously  present,  sugar  metabolism  may  again 
become  sufficient,  but  the  predisposition  remains,  and  with  it  the  danger  that 
any  fresh  damage  may  bring  about  a  relapse. 

Many  cases  may  be  explained  in  this  way;  for  example,  an  elderly  person  who  may 
have  suffered  many  years  ago  with  diabetes,  is  apparently  cured ;  i.  e.,  he  returns  to  his 
usual  mode  of  living  without  paying  much  attention  to  his  "  cured  "  diabetes.  The 
urine  is  free  from  sugar ;  he  is  then  attacked  with  influenza,  or  undergoes  some  marked 
psychical  disturbance,  and  the  glycosuria  at  once  returns  quite  severely;  or  he  has  to 
submit  to  an  operation,  and  after  the  operation  a  coma  ensues,  coma  diabeticum,  the 
urine  containing  many  per  cent,  of  sugar. 

We  are  justified  in  assuming  (as  we  have)  an  hereditary  predisposition 
for  many  cases  of  diabetes,  apart  from  what  lias  already  been  said,  by  the  fact 
of  the  heredity  of  the  disease.    In  most  cases  of  diabetes,  heredity  is  a  factor ; 
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has  been  proven  in  more  than  30  per  cent,  of  my  eases,  and  b«?<*omes  more 
fre<4U6nt  the  more  tloMely  I  inve:?ligate.  This  liereditary  pnxlisposition  is 
true  of  all  ihn^  varieties,  and  can  be  demonstFated  in  a  hkc  number  of  cases 
of  the  organic  form,  in  diaUctas  of  the  aged,  and  in  **pure  diabetes.*'  The 
hereditary  factor  in  diabetes  i,s  rehited  to  the  nt^uropathic  taint  and  to  the  pre- 
disposition to  gout  and  obesity.  In  many  families  gout  or  some  variety  of 
neurosis  or  psychosis  occurs  alternately  with  diabetes,  and  if,  in  such  diabetic 
families,  one  of  the  members  is  conspicuously  fat,  this  is  very  suspicious  of 
dialmtes.  These  are,  incidentally,  the  cases  for  which  the  improperly  nsed 
term  '*  diabetes  of  the  obese  '*  should  be  reserved,  the  cases,  namely,  in  which 
ot)esity  points  to  diabetes. 

It  is  often  said  that  as  the  cases  of  diabetes  are  quite  different,  and  as  tliese 
etiologic  differences  correspond  with  ditferenccs  in  the  course  and  the  s\Tnp- 
tomatalogy,  diabetes  should  no  longer  be  looked  upon  as  a  single  disease.  We 
should  no  longer  s]H'ak  of  "  diabetes  meUiins,^-  but  of  "  varions  forms  '*  of 
diabetes  met  lit  us.  Hut  in  answer  to  this  we  must  again  emphasize  in  all 
forms  of  diabetes  the  hereditary  predisposition.  This  is  the  common  bond 
which  holds  these  various  forms  together;  it  is  operative  in  each  of  the 
varieties  which  are  to  be  ditTerentiated  etiological ly.  In  every  type  of  the 
disease,  in  nervous  dialietes,  as  well  as  in  liver  diabetes,  in  diabetes  after 
infections,  in  dialietes  of  the  aged,  and  in  "  pure ''  dial>etes,  30  per  cent,  (or 
more)  are  hereditary  eases. 

Further,  we  do  not  know  at  present  whether  the  pathogenesis  of  glycosuria, 
i.e.,  the  disturbance  in  metabolism  which  causes  it  in  the  different  cases,  is 
as  multiform  as  the  etiology;  on  the  contrary,  the  glycosuria  which  occurs  in 
all  the  various  types  of  diabetes  mellitus  (so  far  as  this  point  has  been  inves- 
tigated) is  hyperglycemic  in  origin,  i.e..  the  condition  is  due  to  an  increase 
in  the  amount  of  sugar  in  the  blow!  This  is  only  true,  liowcver,  of  dial>etes 
niellifus  as  it  occurs  in  man ;  we  can  produce  in  animals  and  in  man  an  experi- 
mental glycosuria  which  is  not  hvperglvcemic,  i.  e.,  the  form  due  to  phloridzin. 
In  animals  even  the  most  marked  phloridzin  glycosuria  produces  no  note- 
worthy increase  of  sugar  in  the  blood. 

We  cannot,  therefore,  see  any  sufficient  reason  for  speaking  of  "various 
forms  "  of  diabetes,  but  we  do  distinguish  a  mild  and  a  severe  form  of  the 
disease.  This  distinction  will  l>e  observed  throughout  the  following  descrip- 
tion of  the  symptomatology^  and  it  will  also  be  seen  that  we  have  taken  full 
account  of  the  differences  in  etiology  between  different  groups  of  diabetic  eases. 

m.   MILD    AND    SEVERE    FORMS    OF    DIABETES;    COURSE, 
SYMPTOMATOLOGY  AND    COMPLICATIONS 

Mild  nnd  severe  frtrniH  of  diuTMes  fiiellitii!^.  Tlip  im|>ort;ince  of  coniplicnting  orjranic 
disease  in  tlie  fiymptoinatologj,^  of  the  mild  case!*.  DifTerentiation  of  the  various  symp- 
toms aceording'  to  whether  they  are  due  to  the  orj:ri^nie  disease  or  to  diabetes  mellitus. 
Hyperglycemia  as  a  cauae  of  the  latter.    The  ftlbiiminuria  of  the  diabetic. 

In  praetiee  we  cannot  avoid  fliff(>rentiatintr  Wtwoon  mild  and  sicrerc  eases, 
or  the  mild  and  ^vere  forms  of  diabetes  mellitns.    It  is  true  that  this  is  only 
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a  difference  of  de^ee;  the  nFifnre  nf  the  affection  depends  npon  the  same 
process  ill  the  mild  and  in  the  severe  cases,  and  transitional  forms  are  by  no 
means  rare. 

Well  developed  cases  of  the  mild  and  nf  the  severe  variety  resemlde  one 
another  as  little  as  an  epileptic  migraine  res<nnbles  typical  severe  epilepsy, 
or  even  less.  When,  in  a  severe  ease  of  dial>etes,  4  to  15  or  more  liters  of  nrine 
are  pjissed  with  a  specifie  gravity  of  1JI25  to  L(>40,  or  even  L060,  and  a  per- 
centage of  sugar  from  5  per  cent,  to  12  per  cent,  daily  (200  to  1,500  grams 
of  sugar  daily),  it  is  ohvious  that  there  must  he  an  enormously  increased 
intake  of  nourishment;  yet  it  is  easy  to  understand  that  in  spite  of  this  the 
patient  emaciates,  hecomes  dehilitated,  and  soon  perislies.  The  course  of  the 
disease  in  Buch  eases  is  necessarily  brief.  Often  witliin  a  few  weeks  the  hody- 
weight  falls  to  60  kilograms  in  a  man  or  50  kilograms  in  a  woman,  and  in 
spite  of  all  endeavors  to  prevent  this,  the  patient's  condition  becomes  pro- 
gressively worse;  in  from  one  and  a  half  to  throe  years  increasing  cachexia, 
diabetic  coma,  or  pulmonary  tul>erculosis,  terminates  life. 

Mild  cases  of  diabetes  may  exist  undiscovered  for  years,  even  decades, 
until  a  complication  or  an  accident  leads  to  tlie  discovery  of  the  glycosuria; 
so  vague  may  tliis  condition  be.  In  such  cases  only  10,  30  or  50  grams  of 
gugar  are  excreted  daily,  with  a  normal  or  slightly  incrcascMl  amount  of  urine 
in  twent)^-four  hours,  and  this  state  of  things  may  go  on  indefinitely,  although 
the  patient  before,  as  well  as  after,  the  discovery  of  the  sugar  pays  but  slight 
attention  to  his  condition.  If  he  limits  the  amount  of  beer,  bread  and  starchy 
food  find  gives  up  sugar  and  potatoes  entirely,  this  will  suffice  to  keep  his 
glycosuria  within  tlie  limits  above  mentioned,  whereas,  in  a  severe  case,  even 
the  strictest  diet  only  brings  about  an  amelioration,  and  the  paticnt^s  whole 
life  becomes  a  combat  with  glycosuria,  a  iiattle  for  existence.  If  glycosuria 
is  a  symptom  in  a  mild  case  of  dialjctes,  in  a  severe  case  it  is  the  disease,  the 
fatal  disease  itself.  The  loss  of  sugar  in  the  urine,  the  impossibility  of  com- 
pensating for  it  by  an  increased  nourishment,  and  the  consequences,  among 
which  coma  is  common^  are  the  conditions  from  which  the  patient  suiTers  and 
to  which  he  tlnally  succnmbs. 

In  the  severe  cases  glycosuria  itself  is,  in  a  certain  sense,  the  main  disease, 
since  usually  in  cases  of  **  pure'"  diabetes  no  disease  of  any  special  organ  can 
be  found.  II  is  not  necessary  to  discuss  the  question  whether  in  these  cases 
of  **  pure  *'  diabetes  we  are  jus  tilled  in  looking  upon  a  disease  of  some  special 
organ— generally  the  pancreas — as  the  cause  of  the  disturbances  of  metabolism. 
On  account  of  my  own  position  in  regard  to  pancreatic  diabetes  I  have  par- 
ticularly interested  myself  in  this  q^uestion;  but  it  is  impossible  to  prove  in 
these  severe  cases,  either  from  the  symptoms  and  signs  present  during  the 
life  of  the  patient,  or  at  the  autopsy,  anything  which  points  to  disease  of  the 
pancreas  or  of  any  other  organ.  There  are,  as  has  already  been  mentioned, 
cases  of  dialictes  due  to  disease  of  the  pancreas,  pancreatic  calculi,  cirrhosis  of 
the  pancreas,  etc.,  but  they  are  rare. 

The  mild  eases  rarely  belong  to  the  type  classified  as  "pure"  dial>etes; 
more  fre<iuently  the  symptoms  point  to  hepatic  diabetes,  to  nervous  diabetes, 
or  to  diabetes  of  the  aged  (arterio-sclerotic  diabetes).     Nevertheless,  "pure" 


Mll.n  AND  SEVERE  FORMS  01 


86 


diabetes  may  ocoasionHllv  run  a  mild  course,  and  cases  of  the  other  form  may 
sometimes  he  severe;  this  latter  course  is  most  frc<^iuently  seen  in  the  diabetes 
which  occurs  after  trauma  of  the  brain. 

Xot  infrequently  the  symptoms  of  the  aecoTupanyinjcr  disease  (hepatic, 
norvous,  or  arterio-sclerotie )  are  much  more  prominent  than  the  slight  f2:ly- 
cosiiria,  and  so  it  happens  that  ihe  cirrhosis,  or  the  tai>es,  in  spite  of  the  com- 
plicating diabetes,  runs  the  same  course  wliidi  it  would  have  assumod  without 
the  associated  condition.  In  arterio-selcroHc  diabetes,  as  the  disease  develops, 
the  arterio-sclorosis  may  become  more  and  more  prominent,  presenting  eircu- 
latorv  disturbances,  canliae  asthma,  angina  pectoris,  dropsy,  congested  liver 
and  albuminuria;  in  all  of  these  cases  we  may  note  that,  as  they  progress, 
the  glycosuria  decreases  and  finally  disappears. 

Although  in  many  of  these  cases  the  glycosuria  does  not  become  promi- 
nent, nevertheless,  the  dialietes  and  the  diabetic  disturbances  of  metabolism 
usyally  do  not  fail  to  produce  evil  consequonccs;  on  the  contrar\%  there  is 
quite  an  arra^^  of  complications  and  symptoms  which  appear  froquently  in 
mild  cases;  pruritus  pudendorum,  vaginitis,  vulvitis,  balanitis,  phimosis,  ure- 
thritis, impotence,  fermenration  of  the  urine  in  the  bhidder  (with  pneuma- 
turia),  and  as  a  consequence  of  this,  cystitis  and  pyelonephritis;  itching  of 
the  skin,  urticaria,  eezenia,  the  most  manifold  ulcerating  dermatoses,  furim- 
culosis,  carbuncle,  lynqihangitis,  boils,  antermittent  claudication,  gangrene  of 
the  toes,  necrosis  of  internal  organs,  pulmonary  gangrene,  pulmonary  tubercu- 
losis; also  a  host  of  nervous  diseases;  eneeplialomalacia,  column  degeneration 
of  the  spinal  cord,  neuritis,  polyneuritis,  neuralgia,  peripheral  paralyses  (par- 
ticularly [laralysis  of  the  facial  nerve),  malperforant,  very  frequently  loss 
of  the  patella  reflex  which  occasionally  ushers  in  the  remarkable  picture  of 
pse  udo- 1  a  bi  *s  d  i  a  bi4  i  e  a . 

It  is  impossible  to  bring  this  confused  array  into  any  systematic  arrange- 
ment; any  one  of  tliese  synq)toms,  or  complications,  may  appear  alone  as  the 
first  sign  of  a  diabetes,  latent  up  to  them  ;  each  of  these  conditions  may  remain 
the  only  one,  or  be  suceetMletl  in  any  order  by  any  of  the  others. 

For  some  of  these  conditions  diabetes  alone  cannot  be  held  responsible; 
thus  arterio-sclenisis  is  the  truu  cause  of  gangrene  of  the  extremities  with  its 
occasional  prodrome,  daiidicatto  intermilit^ns,  pt^rbaps  also  of  malperforant. 
This  is  tnie,  even  thougb  these  lesions  occur  during  the  course  of  a  case  of 
diabetes.  In  the  j»eripheral  paralyses  and  neuralgias,  the  neuropathie  predis- 
position doubtless  often  plays  a  part,  and  the  diabetics  that  suffer  from  poly- 
neuritis are,  as  far  as  I  know,  all  alcoholics. 

Naturally  the  question  next  arises  whether  diabetes  has  any  influence  at 
all  in  the  prmluction  of  these  lesions;  for  example,  in  cardiac  asthma  or  in 
angina  pectoris  of  the  diabetic;  take  the  case  of  an  old  dialjetic,  with  a 
glycosuria  of  from  3  per  cent,  to  4  per  cent.,  from  50  to  60  grams  of  sugar 
per  day,  suffering  from  cardiac  asthma  or  angina  pectoris ;  there  is  slight 
venous  stasis  of  the  liver,  occasionally  slight  albuminuria;  nothing  abnormal 
can  be  detected  in  the  heart.  Nevertheless,  there  is  a  well-grounded  suspicion 
that  a  beginning  cardiac  insufficiency,  perhaps  due  to  rayocardiac  degenera- 
tion and  perhaps  to  arterio-sclerosis,  is  present.     Removal  of  the  glycosuria 
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helps  but  little;  digitalis,  liDwever,  soon  brings  relief.  We  must  not  be  too 
certain  that,  in  these  complications  of  diabetes,  glycosuria  does  not  play  a 
part,  and  we  should  never  fail  to  attempt  to  remove  the  glycosuria,  for  there 
are  cases,  like  the  one  just  descril>ed,  in  which  no  resnlt  can  he  obtained  with- 
out this  method  of  treatment.  It  should  remain  a  rule  that  wherever  there 
is  even  a  possibility  that  the  symptom  present  is  of  a  diabetic  nature,  the 
attempt  must  he  made  to  reduce  the  glycosuria. 

We  are  compelhHl,  then,  seriously  to  consider  glycosuria  as  the  cause  of 
these  symptoms.  Glycosuria  may  produce  symptoms  in  two  ways:  First,  by 
the  loss  of  sugar;  of  this  we  have  already  spoken  and  sluil!  have  to  refer  to 
it  again  frequently;  in  mild  dial>etes  the  loss  of  sugar  is  not  important,  and 
glycosuria  as  such  is  only  to  be  considered  as  the  cause  of  urinary  fermenta- 
tion and  its  consequences,  such  as  pneumaturia,  cystitis,  pyelonephritis, 
pniritns  piidendorum,  lialanitis,  vaginitis,  etc.  In  mild  diabetes  it  is  the 
hyj>erglyri?mia  that  we  hold  responsible  for  symptoms. 

As  long  as  the  dialictic  excretes  sugar,  the  sugar  contents  of  his  blood  is 
increased  above  tlie  normal  and  there  is  hyperglycemia.  In  marked  glycosuria 
(above  1  per  cent.)  the  hyperglycemia  amounts  to  over  0.2  per  cent,  and  in 
the  severe  grades  of  glycosuria  it  may  amount  to  0.7  per  cent.;  if  the  gly- 
cosuria is  slight  (I  per  cent,  to  1  per  cent.),  or  if  the  urine  of  the  patient 
is  free  from  sugar,  the  hyperglycemia  is  very  slight,  scarcely  amounting  to 
more  than  0.1  per  cent,  (which  is  almost  normal),  and  then  the  condition  is 
not  serious. 

Diabetic  hyperglycemia  may  certainly  be  held  responsible  for  the  loss  of 
resistance  of  tlie  diabetic — even  of  the  mild  cases^toward  infections ;  at  least 
it  has  been  experimentally  proven  that  many  of  the  pathogenic  microbes  flour- 
ish better  in  the  tissues  which  contain  sugar.  I  shall  include,  besides  this, 
the  cutaneous  affc*ctions  and  the  neuralgias  as  among  the  complications  de- 
pendent upon  the  hyperglycemia,  basing  my  opinion  upon  the  results  of  the 
therapeutic  removal  of  glycosuria.  Removal,  perhaps,  implies  too  much;  it 
would  be  more  correct  to  say  re<iuetion,  for  to  render  the  hyperglycemia 
innocuous,  it  is  almost  always  sufficient  to  reduce  the  glycosuria  to  the  limit 
mentioned  above. 

Regarding  the  symptomatology  and  complications  of  diabetes,  I  must  limit 
myself  to  what  has  been  previously  mentioned.  The  other  important  symp- 
toms not  yet  enumerated,  for  instance,  coma,  will  be  spoken  of  elsewhere; 
only  in  regard  to  alliuminuria  I  should  like  to  add  a  few  words. 

Aibuminurta  has  one  significance  in  mild  and  another  in  severe  cases; 
in  mild  cases,  the  albuminuria  is  the  expression  of  a  renal  affection  inde- 
pendent of  the  diabetes,  although  in  some  cases  arteriosclerosis  or  hepatic 
cirrhosis  may  represent  a  connection  between  tliese  diseases  and  the  diabetes. 
In  severe  diabetes,  the  albuminuria  may  Ite  referred  directly  to  the  diabetes; 
it  is  the  consequence  of  the  excessive  functional  irritation  from  which  the 
kidney  suffers  oiving  to  the  continued  polyuria. 

Perhaps  the  abnormal  const itu tents  of  dialn^tie  urine,  possihiy  the  sugar 
itself,  may  irritate  the  renal  elements.  But  this  diabetic  albuminuria  is  not 
nephritic  in  origin,  i.  e.,  it  does  not  denote  nephritis ;  and  we  should  err 
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greatly  if  we  were  to  diagnosticate  nephritis  on  this  account.  What  is  foiind 
at  the  autnp8y  is  the  large,  slightly  hyperemic  **  diiibetie  kidney  ^'  which  shows 
none  of  the  changes  that  we  expect  to  find  in  nephritis. 

The  transition  of  diabetes  into  nephritis,  which  is  frequently  mentioned, 
is,  therefore,  very  questionable;  the  true  diathetic  albuminuria  of  severe  cases 
is  not  nephritic,  and  the  albuniinuna  of  the  nii!d  eases  is  not  diabetic,  but 
frmiiienlly  due  to  an  independent  nephritis.  It  is  true  that  a  genuine  nephritic 
aJbuminuria  not  infrequently  takes  the  place  of  glycosuria;  for  when  the 
arterio-selerotic  or  other  form  of  ehronic  nephritis  \^hieh  may  appear  becomes 
really  severe,  the  albuminuria  becomes  more  pronounced,  \vhercas  the  sugar 
disappears  from  the  urine. 

IV,   THE  THEORY  OF  THE  TREATMENT  OF   DIABETES 

Diabetic  irlyrosiirin  buM  a  tendency  to  increase  during;  «  <lerrease  in  the  patient's 
tolerance.  uht'iva.H  during  .sngiirfrep  periotlf^  the  toleninre  n^^iially  increases.  Hyper- 
conipfnsrttory  liyper^'Iyeeniia.  Dietetic  a*?lyco«uria  as  a  theoretic  postulate.  The  rela- 
tive importance  of  carlMfliyiiniteji.  aUuimin,  fat,  and  alcohol  for  the  dial>etic,  DiRieiiltjes 
in  supplyin;^  HiUfleicnt  nutrition;  tfin|H>rjiry  iinderntitrition  not  alwaya  avoidable. 
Acidosti*  (lialx'tic:i  with  ucetonuria  and  diaeeturia.  The  secondary  increase  of  aUnimin 
waste  and  tlie  secondary  decrease  of  the  fiowers  of  oxidation  in  dialM^ics,  Acidosis  an 
expression  of  the  iiiHprop:*rtion  between  over-abundant  tissue  destruction  anti  the  less- 
ened powers  of  oxidation.    Acidosis  as  a  cAUae  of  the  diiihetic  (dyspneic)  coma. 

The  onlj  method  of  treatment  of  real  value  in  diabetes  h  the  dietetic. 
(We  shall  refer  later  to  the  medical   treatment.) 

The  foiiDdatioo  for  the  ilietctie  treatment  io  diabetes  was  laid  one  hundred 
years  ago  hy  an  English  i>hysieian,  Rollo,  hnt  it  is  only  of  late  years  that  Ihis 
method  of  treatment  has  hecome  general.  RoUo  discovered  the  correct  methoil 
empirically,  but,  as  is  frequently  the  case,  the  theoretic  foundation  had  to  be 
worked  otit  before  his  treatment  obtained  general  recognition,  and  it  ref|inre<l 
frreat  labor  to  establish  this  theoretic  foundation.  But  it  is  not  for  this  reason 
that  I  intend  to  enter  somewhat  more  minutely  into  these  theoretic  considera- 
tions of  the  treatment  of  diabetes,  but  because  we  cannot  otherwise  obtain 
such  clear  ideas  of  diabetes  as  are  required  for  the  practice  of  medicine. 

The  first  fundamental  principle  in  the  treatment  of  diabetes  to  which 
I  refer  is  this: 

Di<ibetic  gItfco.mrkt  mmilhj  incremes  wiik  time,  while  the  iohrance  of  the 
patient  decreajtes. 

The  toleranct;  of  the  diabetic  depends  upon  the  relation  between  the 
amount  of  sugar  excreted  and  the  quantity  of  sugar  and  sugar  producers  (par- 
ticularly the  carbohydrates)  ingested* 

In  the  following  example,  for  the  sake  of  simplicity,  I  shall  estimate  the 
entire  amount  of  the  carbohydrates  in  the  food  as  bread. 

A  patient  receivp?!  500  ^rranis  of  meat,  U  egg's,  400  grams  of  vegetables  deficient  in 
carbohydrates  (salad,  Hpinjirh,  etc.),  100  grains  of  fat  (ehees*',  **au»age),  in  which  there 
is  some  albumin  which  m'^d  not  l>e  taken  into  aecoant,  butter  and  fat  in  the  food,  100 
gmmA  of  wheat  bread,  100  ^rain»  of  ereani  and  the  neoessarj'  wine,  eoffee  and  water.  He 
excretcA  two  ft&d  a  half  liters}  of  urine^  with  3.5  per  cent,  sa^r,  that  is,  on  the  average, 
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88  grams  of  supar  p&r  day.  If  he  Hvph  for  montlis,  with  this  glycosuriJi,  it  is  to  be 
expectod  that  with  thr  .same  nmirisbmcnl  he  will  excrete  more  sugar;  for  exiiiiiple,  4 
per  eent.,  that  is.  upon  an  averu^ej  lOtJ  grams  fier  day;  in  other  words^  hi^  tolerance 
(for  carlK)hydrat(»H)  has  dfcreased. 

This  k'sisening  of  tolerance,  due  to  the  glycosuria,  may  not  take  place  if 
the  glycosuria  is  very  slight  and  does  not  amount  to  more  than  from  ten  to 
twenty  grams  in  a  day;  but  in  cases  in  which  the  glyeosurfa  shows  such  an 
increase  as  in  the  example  just  (juoted,  the  patients  tolerance  is  bound  to 
diminish  within  a  8hort  time. 

Thi:  second  fundamental  principle  which  is  a  necessary  complement 
to  that  mentioned  alH)ve  is  as  follows: 

When  the  diabefic  is  free  from  sugar,  hk  iohmnce  lismiJhj  increases. 

For  example,  a  diabetic  on  the  diet  previously  mentiotied  excretes  88  prami^  of 
aiitfjtr.  To  diminish  the  |,'hTosuria  his  allownnee  of  bread  is  reiluced;  this  deerease  in 
food,  however.  18  not  sulticient ;  bread  must  be  wjthdniwn  entirely  to  render  the  patient 
free  from  sngnr ;  as  soon  as  even  ten  j;ranis  of  bread  are  allowed  he  be^insi  to  excrete 
sn^qir  aiiain.  altbouph  only  from  six  to  eijjbt  p:ram»  per  day.  Next  the  patient  remains 
for  four  WH'k^i  without  bread  iiinl  his  urine  becomes  free  from  sn^iir.  After  this,  if  the 
physician  i^  rarefnl,  from  twenty  to  thirty  or  forty  j^rams  of  bread  nniy  ^^ra^lually  be 
given  without  bein^'-  followed  by  an  excretion  of  supir;  the  patient's  tolerance,  during 
the  sugar-free  period  of  four  weeks,  has  been  niateriaUy  improved. 

How  may  hoUi  these  conditions  be  explained?  The  improvement  of  toler- 
ance during  tlie  sugar-free  period  exemplifies  HotTmann's  law  that  "  by  lessen- 
ing the  work  of  any  diseased  function  the  latter  may  be  improved,'*  which  law, 
however,  if  we  are  honest,  is,  in  the  case  of  diabetics,  little  more  than  a  lenglliy 
fitatemejit  of  the  facts  whicli  are  to  be  ex]»lained. 

There  is  more  hope  of  success  in  the  attempt  to  explain  the  aggravation 
of  the  patient's  intolerance  of  carholiyd rates  during  every  decided  glycosnria. 
The  amount  of  sugar  in  the  blond,  as  is  well  known,  is  quite  constant  in  man, 
at  least  it  never  falls  below  a  certain  point  (about  U.8  per  cent.)  ;  if,  for  exam- 
ple, after  severe  muscular  exertion^  sugar  almost  disappears  from  the  blood, 
a  fresh  supply  is  sent  from  the  carbohydrate  storehouse  (the  liver)  ;  this 
may  I  hi  called  a  process  of  eompensadoH.  If  now,  after  severe  sugar  losses, 
it  is  desirable  that  a  great  amount  of  sugar  be  quickly  brought  to  the  blofnl, 
it  appears  (according  to  some  facts  the  explanation  of  wliich  I  shall  not  give 
at  this  point)  tiiat  a  hffpercompensafion  occurs.  Hence  arises  the  paradoxical 
conceptioji  that  hiss  of  sugar  produces  hyperglycemia!  If  this  seeming  para- 
dox is  really  true,  and  if  it  holds  good  even  for  the  diabetic  with  an  already 
existing  hyj>erglyeemia,  then  a  spontaneous  increase  of  dial>etie  hyperglycemia 
hff  hifpercompfrisation  becomes  eomprehensible.  Therefore,  as  long  as  sugar  is 
Inst  by  the  urine,  a  steady  increase  of  hyperglycemia  leading  to  a  still  greater 
glycosuria  is  to  l>e  expected. 

Whether  these  attempts  at  explanation  are  correct  or  not,  the  two  laws 
themselves  to  which  they  refer  are  as  near  tlie  irnth,  I  think,  as  can  he  deter- 
mined to-day.  And  as  the  am  of  the  therapf/  of  diabrte.^  thetf  show  ti^  this: 
to  render  the  pollen f  free  from  sugar  and  io  keep  him  aglifcosuric. 

This  conclusion  is  identical  with  that  arrived  at  in  the  end  of  the  last  chap- 
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irding  the  meaning  of  diabetic  hyperglyoemia.  We  ttiere  said  that 
h}^rgl}xemia  is  tlie  cause  of  most  of  the  co  id  plications  and  many  of  the 
dangers  of  diabetes  iiieUitu&,  and  the  patient  is  safe  only  when  he  is  excreting 
little  or  no  sugar. 

Therefore,  there  can  be  no  question  that  in  every  case  of  diabetes  the 
therapeutic  indication  is  to  render  the  patient  aglyeosnric,  or  sugar-free.  It 
is  obvious  that  the  treatment  is  to  be  begun  as  soon  as  possible,  so  that  little 
time  may  remain  in  which  the  disease  may  trnfold  its  tendency  to  develop 
ad  pejus.  If  there  is  any  theoretical  law  as  regards  treatment  which  is  found 
to  succeed  in  practice  it  is  this.  The  chances  for  successful  treatment  are, 
ceteris  paribu,^,  very  much  better  in  recent  cases.  It  is  just  as  important  to 
insist  tliat  the  treatment  is  an  obvious  necessity  in  the  later  conrse  of  the 
disease,  and  should  also  be  attem]>tcd  from  the  beginning  of  symptoms  by 
means  of  dietetic  treatment.  For  it  has  lK?en  determined  only  as  regards  the 
dietetic  treatment,  and  not  as  regards  the  aglycosuria  brought  about  l>y  drug 
treatment,  that  it  increases  the  tolerance  of  the  diabetic. 

There  are  no  theoretic  con tra-indicat ions  (i.e.,  such  as  might  be  derived 
from  our  knowledge  of  the  diabetic  disturbances  of  metatmlism)  against 
carrying  out  this  requirement,  although  the  practical  difficulties  are  fre- 
quently great. 

The  dietetic  treatment  of  the  diabetic  gains  its  end  by  forbidding  the  use 
of  sugar  anil  sugar-prmlucing  foods  as  far  as  possible.  The  ^uf/ar-produfing 
foods  are  thc^  carbohydrates  and  albumin.  Even  from  albuiuin  sugar  is  pro- 
duced in  animal  metabolism,  and  in  no  small  quantity',  as  from  100  £frams  of 
albumin  (which  amounts  to  about  4(HJ  grams  of  raw  meat)  about  50  grams  of 
sugar,  or  even  more,  may  be  formed.  It  is  important  to  note  that  the  organ- 
ism also  produces  sugar  from  those  varieties  of  albumin  which  contain  no 
prefornKHl  sugar,  i.  e.,  those  from  which  it  is  impossible  to  extract  sugar  by 
chemical  means.  An  example  of  such  an  albumin  containing  no  preformed 
sugar  is  casein,  and  from  this  substance  the  diabetic  produces  sugar  in  large 
amounts. 

Sugar  production  from  fat  does  not  play  such  an  important  role  as  to 
influence  diabetic  glycosuria  to  any  notable  extent.  For  this  reason,  and  on 
account  of  its  high  calory  value,  fat  itt  the  most  vafuahle  food  substance  for 
the  timbf'dc. 

According  to  the  very  latest  investigations  (Bjierre)  it  may  l>e  hx>ked 
upon  as  settled  that  alcohol  has  nutritive  value  (indeed,  1  gram  of  alcohol 
upon  oxidation  furnishes  as  much  as  7  calories)  and  tlie  diabetic  does  not 
form  sugar  from  this.  But  its  utilization  as  food  is  limited,  for  if  it  is  admin- 
istcre<l  in  large  amounts  it  acts  as  a  poison  to  protoplasm,  increasing  albumin 
decomposition.  It  is  l>eh'eved  that  this  toxic  action  of  alcohol  is  to  be  feared 
when  more  than  50  grams  of  alcohol  are  taken  per  day. 

That  the  patient  must  be  sufficiently  nourished,  no  matter  how  strict  the 
diabetic  treatmcnl,  is  a  well-known  rule,  but  by  this  we  do  not  mean  to  say 
that,  temporarily^  the  patient  may  not  be  subjected  to  hyponutrition ;  I  have 
already  spoken  of  this.  Under  some  circumsttmces,  as  we  shall  see,  it  is  even 
then  permissible  for  the  patient  to  abstain  completely  from  food  for  twenty- 
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four  hours  in  order  that  his  urine  may  become  free  from  sugar.  Just  so, 
it  is  occasionally  necessary  to  give  for  a  few  days  so  little  food  that  some 
of  the  patient's  body  substance  is  utilized.  At  the  beginning  of  strict  dietetic 
cures,  it  is  often  very  difficult  to  overcome  this  consumption  of  tissue  in  dia- 
betics who  have  previously  lived  upon  a  mixed  diet  and  have  excreted  much 
sugar. 

Let  me  again  illustrate.  Imagine,  for  example,  a  man  weighing  65  kilograms,  who, 
on  a  mixed  diet,  has  been  excreting  600  grams  of  sugar  daily.  He  is  put  upon  a  diet 
not  absolutely  free  from  carbohydrates.  According  to  Rubner,  a  man  requires  for  his 
maintenance  about  35  calories  per  kilogram,  so  that  this  man  ought  to  have  sufficient 
food  to  produce  35  X  65,  or,  in  round  numbers,  2,300  calories  daily. 

80  grams   wheat  bread  contain  50  grams  starch  =  200  calories. 

500       "        boiled  or  fried  meat,  medium  fat  (5  per  cent.)  =  750        " 
200       "        cream   (30  per  cent,  fat)  =600        " 

200       "        milk  =120        " 

100      "        fat,  in  butter,  cheese,  fat  sausage,  bacon,  etc.  =  900       " 


2,570  calories. 

Besides  this  we  will  add  about  300  to  400  grams  of  green  vegetables,  whose  calory 
value,  like  that  of  the  albumin  partaken  of  in  fat  foods  ( bacon,  cheese,  fat  sausage,  etc. ) , 
may  be  disregarded. 

According  to  this  our  patient  would  be  plentifully  fed,  if  he  were  free  from  sugar, 
for  a  diabetic  who  excretes  no  sugar  does  not  emaciate,  and  consequently  does  not  need 
any  more  food  than  a  healthy  person.  Unfortunately,  our  patient  continues  on  this  diet 
to  excrete  his  full  100  grams  of  sugar  per  day.  The  calory  value  of  these  100  grams 
(400  calories)  must  be  subtracted  from  the  total  calory  value  of  the  food  he  is  ingesting; 
2,570  calories- 400  calories  ^2,170  calories,  which  is  130  calories  less  than  the  patient 
requires,  according  to  Rubner. 

In  some  cases,  under  favorable  circumstances,  it  is  possible  to  supply  these 
missing  130  calorics  by  the  further  addition  of  fat,  but  by  no  means  always; 
at  least,  under  ordinary  circumstances,  it  is  often  quite  difficult  to  make  the 
patient  take  the  500  grams  of  meat,  200  grams  of  cream  and  100  grams  of 
fat  mentioned  in  the  dietary  above;  and  we  must  always  avoid  throwing  too 
great  a  burden  upon  the  metabolism  of  the  diabetic.  In  short,  as  a  choice  of 
evils,  we  must  often  allow  our  patient  to  remain  underfed  and  lose  weight, 
until  his  excretion  of  sugar  decreases  appreciably.  Only  when  the  glycosuria 
becomes  so  slight  that  tlie  net  calory  value  of  the  ingested  food  approaches  the 
gross  calory  value,  can  we  expect  to  avoid  the  evil  of  under-nutrition.  We 
must  risk  under-nutrition  quite  often,  in  severe  cases,  e.  g.,  when,  in  order  to 
abolish  the  glycosuria,  we  forbid  all  bread,  and  reduce  the  albuminous  (meat) 
food  con.sid(Tal)ly. 

I  know  of  no  successful  treatment  of  severe  cases  without  temporary  under- 
nuiriiwn,  but  the  physician  must  he  very  careful  during  these  periods.  We 
should  ])e  especially  cautious  in  regard  to  long-continued  hyponutrition,  such 
as  entails  a  loss  of  woijrht  of  more  than  two  kilograms  in  subjects  who  have 
already  roacliod  the  minimum  weight  of  130  pounds  in  men  and  110  pounds 
in  women,  for  this  loss  is  diHicult  to  regain. 

In  the  consideration  of  the  theory  of  treatment  in  diabetes,  some  mention 
of  dialxjtic  acidosis  will  not  be  out  of  place.    By  this  term  I  mean  the  forma- 
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tion  of  |3-oxybutjrie  acid  in  the  processes  of  metabolii?m.     It  neveT  fails  to 
occur  m  serious  cases,  and  even  in  mild  cases  it  appears  quite  often. 

Acetonuria  and  diaeeturia  are  part  of  acidosis,  for  both  substances,,  acetone 

as  well  as  acetoacctie  acid  (diaeetic  neid),  orijijinate  from  oxybutyric  acid.     I 

must  insist  \t\mn  this  view  which  has  many  evidences  in  its  favor,  among  thera 

I  the  fact  that  acetonuria  and  diaeeturia  only  occur  when  oxybutyric  acid  is  also 

[found  in  the  urine.     I  know  very  well  that  some  prominent  chemists  have 

[^maintained  the  direct  opposite,  but  I  also  know  that  very  prominent  chemists 

may  t>e  mistaken  in  their  reports ;  for  in  the  yery  cases  in  which  they  found 

no  oxybutyric  acid  in  spite  of  the  presence  of  acetone  and  acetoacetie  acid, 

and  in  tlie  speciruens  which  they  kmdly  sent  to  me  for  examination  in  my 

laboratory,  I  succeeded  in  demonstrating  oxybutyric  acid  in  the  urine. 

Therefore,  acidosis,  including  acetonuria  and  diaeeturia,  plays  an  impor- 
tant n5le  in  diabetes.  In  twenty-four  hours  oxybutyric  aeid  may  be  excreted 
in  amounts  above  100  grams,  and  acetone  +  diaeetic  acid  up  to  15  grams. 
As  these  substances  are  easily  oxidized^  their  excretion  in  such  large  amounts 
shows  a  deficiency  in  the  power  of  oxidation  possessed  by  the  tissues  in  these 
cases  of  diabetes  mellitus.  As  regards  this  decrease  in  the  power  of  oxidiition 
in  the  dialietic,  tlie  c^>uditions  are  very  simihxr  to  tfiose  involved  in  the  in* 
creased  ih^eomymsition  nf  albumin.  Neither  is  priuiarily  due  to  tlie  diabetic 
disturbances  of  metabolism,  but  since  the  albuminoid  decomposition  is  only 
increased  when  sugar  is  wasted  and  passes  out  unutilized  in  the  urine,  this 
weakness  of  ftxidatiou  may  be  referred  to  the  hick  of  oxidation  of  sijgar. 

The  oxidation  of  sugar,  however,  does  not  fail  kicause  the  general  power 
of  oxidation  is  dirainisbef],  Ijut  vice  versa.  Since  for  other  reasons  the  sugar 
is  not  oxidizc*d,  tlie  general  i>ower  of  oxidation  becomes  lessent^d  ;  of  all  the 
products  which  are  consumed  in  the  organism,  sugar  is  the  most  readily  ix>m- 
bustible,  and  in  tiie  fire  whieh  thus  arises  in  normal  metabolism,  other  less 
readily  oxidizable  substances  are  consumed,  a  process  designated  by  physiolo- 
gists as  secumJfiri/  uxiihttion.  Owing  to  the  facts  just  mentioucd,  the  same 
substances  which  |>rf>chice  acidosis  may  occur  in  other  conditions — in  non* 
dialHjtic  persons  whenever  carbohydrates  and  sugars  are  witliheld  entirely. 
In  the  dial>etic,  too,  they  usually  appear  when  the  carbohydrates  are  excluded 
from  the  food.  They  may  be  excreted,  however,  in  severe  diabetes,  with 
marked  glycosuria,  even  when  carbohydrates  are  eaten  in  large  amounts.  Here 
acidosis  indicates  that  the  sugar  metabolism  of  the  brwly  has  fahen  so  low  that 
in  spite  of  the  plentiful  ingestion  of  cartmbydrate  food,  very  little  of  it  is 
consumed.  The  fire  whieh  lights  the  secondary  oxidniion  proc*?sses  is  almost 
extinguished,  and  thus  the  total  power  of  oxidation  of  the  organism  is  dam- 
Iged.  It  must  he  remembered  that  this  condition  is  due  to  the  disproportion 
[between  the  products  ready  for  oxidation  in  metabolism  and  the  [>ower  of 
[oxidation.  In  diabetic  patients  tissue  decomposition  goes  on  too  rapidly  for 
their  power  of  oxidation :  their  nourishment  is  both  improper  and  too  profuse, 
yet  by  limitation  of  their  metabolism  and  careful  diet  it  is  often  possible  to 
restore  to  par  the  power  of  oxidation,  and  thus  cause  the  acidosis  to  disappear. 
It  has  been  necessan^  to  discuss  acidosis  quite  in  detail  l)ecausp  of  its 
role  in  diabetic  coma.    Acidosis  is  the  only  certainly  known  cause  of  this  coma 
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(that  is,  of  many  cases  of  it).  We  now  roeognize  that  it  is  oxybiitvTic  acid 
wliich  prodiiocfl  true  dyspneic  coma;  that  is,  an  arid  eoma^  i,  e.,  a  coma  which 
is  an  expression  of  an  over-acid  condition  of  the  blood,  and  this  hyperacidity 
is  due  to  the  presence  of  a  hirge  amount  of  oxybutyrie  acid  (100  grams  or 
more),  which  is  formed  and  which  enters  the  hlood  within  twenty-four  hours. 
This  fact,  and  also  the  danger  that  by  a  too  rapid  withdrawal  of  carbohydrates 
one  may  cause  acidosis,  as  well  as  coma,  renders  it  necessary  for  the  physician 
to  be  familiar  with  this  process. 

V.   PRACTICAL  THERAPY 

Every  theTflprutlc  mcaBure  is  to  I>p  usfd*  but  after  the  dietetic  treatm(*iit  mineral 
\vat(*rs  alone  are  of  much  service,  Pmphyh^xis;  ol>c*sily  nnd  diabetes  inellitus«  From 
the  point  of  view  of  dietetic  treatment,  three  forirtK  of  diiiix*tes  are  to  he  disttnf*iiishedi 
the  medium  severe,  the  niibl,  imd  the  ^ievere.  The  medium  severe  eases,  their  diapiosia 
and  their  importfinee  in  practiee*  The  aim  of  treiitnieiit  in  enKe«  of  eaeh  form.  For  the 
prnper  dietetic  treatment  of  every  ease  a  fjUiiiititative  and  fpialitative  e.stimate  of  tbe 
entire  diet^iry  is  neeesnary.  Prelimimiries  of  treutment:  Qmintitative  re^ubition  without 
limitation;  its  result.  Further  steps  toward  the  abolition  of  glycosuria  and  improve- 
ment fif  tolerance,  maximal  reduction  of  albuminou.s  fooii  and  the  twenty- fourdiour  fast. 
Diet  lij^ti*  for  tbe  dialwtic ;  there  are  no  fcwds  absolutely  permissible.  Carljobydrate 
nutrition:  Bread,  cereals,  ve^'etablcs,  fruits;  ealcutation  of  their  rebitive  advantajres 
and  dangers.  Meat,  fish,  and  c^gs.  Fatty  foods.  Sausarjc,  cheese,  bacon,  butter,  oil, 
cream.  Drinks:  Milk,  wine,  beer,  whiskey,  tea,  colTee.  Artificial  fo*>ds.  Hospital  treat- 
ment. Dispensary  treatment  and  "  bath-eureii."  Diatnrbaneos  and  dangers  arising  during 
the  treatment  of  dialjetei*, 

I  wish  to  speak  first  and  chiefly  of  the  dietetie  treatment  of  diatetes,  but 
of  course  every  other  tbLTa|K.nilie  measure  is  to  be  welcomtnl  and  utilized.  It 
Bhould  not  be  fort^atten  that  since  alTno.st  any  disturbance  of  a  diabetic's  gen- 
eral health  tends  to  a^^gravate  tbe  underlying  disease,  eommon  sense  teaches  us 
to  treat  as  carefully  as  we  e^n  any  minor  ailment  from  which  the  patient 
may  snlfer  from  time  to  time,  if  be  is  syphilitic,  carefully  planncnl  specific 
treatment  should  be  used,  as  also  quinio  in  malaria,  digitalis  in  circulatory 
disturbances,  and  appropriate  treatment  for  nervous  affections.  By  such  treat- 
nu?nt  wc  may  sncceed  in  improving  tint,  unfortunately,  very  rarely  in  curing 
the  diabetes — that  is  to  say,  the  glycosuria  and  tbe  other  symptoms  which 
may  be  dependent  on  it. 

It  IS  just  as  evident  that  the  treatnu^nt  of  diabetes  must  always  lie  a 
treat  uicnt  of  I  be  entire  organism,  i.e.,  that  the  mode  of  life  of  the  patient 
must  l)e  properly  arranged  in  all  respects.  From  this  standpoint,  there  are 
two  factors  to  be  considered — mental  and  enmt ional  rest,  and  sulTicient 
muscular  exercise:  I  say  sufftcirni  muscular  exercise,  but  no  more,  for  too 
much  readily  increases  the  glycosuria. 

The  main  point,  however,  tbe  alpha  and  omega  in  the  care  of  the  diabetic, 
is  the  dietetic  treatment;  besides  this,  mineral  water  cures  (Carlsbad,  Xcne- 
nahr,  Vichy)  also  play  a  role,  hut  not  dmgs.  There  is  scarcely  a  physician 
familiar  with  diabetes  who  will  rc-^ort  to  drugs  to  diminish  the  glycosuria.  It 
is  true  there  are  many  remedies  which  bring  this  about,  and  among  them 
some  which  produce  this  eilect  without  diminishmg  the  demand  for  food  or 


the  actual  intake  of  nourishment.  But— they  act  only  in  those  cases  in  wliieh 
tlie  dietetic  treatment  alone  would  sulTiee,  and  in  which  they  are,  therefore, 
suf>eriluou.s.  During  the  administrafion  of  drugs  (if  we  do  use  thorn)  the 
dietetic  treatment  should  never  he  forgotten,  eli^e  the  case  will  fail  to  do  well 
in  the  long  run.  For  a  few"  weeks,  perhaps,  here  and  there,  by  the  adminis- 
tration of  opiurrt,  occasionally  also  by  the  use  of  antipyrin  and  other  nervines, 
the  glycosuria  may  be  limited  or  even  removed.  Then  the  action  of  these  drugs 
ises  and  glycosuria  returns  to  its  former  height,  sometimes  even  exceeding 
it.  It  appears,  as  1  have  already  indicated,  that  the  tolerance  of  the  diabetic 
is  not  improved  hy  a  drug  diruinution  of  glycosuria;  and  even  in  an  agbj- 
cosuric  coiuhfum,  in  cane  this  is  hroitghf  ahoui  by  drugs,  the  patient's  toler- 
ance does  nof  improve  as  it  does  under  diet. 

That  we  shall  ever  find  a  specific  remedy  for  diabetes,  must  be  regarded 
as  quite  unlikely,  especially  by  those  who,  like  myself,  look  upon  the  disease 
as  an  expression  of  hereditary  weakness  of  metabolism;  at  present  we  cer- 
tainly do  not  possess  sueh  a  remedy. 

We  shall  now  procecjd  to  the  discussion  of  the  dietetic  treatment  in  detail. 

This  method  of  treatment  has  its  place  not  only  in  the  care  of  cf^nfirmed, 
true  diabetes  mellitus,  hut  also  in  prophfflajrvf. 

In  families  in  whom  this  disease  is  hereditary  there  should  be  great  mod- 
eration in  the  use  of  earlx>hydrates  in  any  form,  i.e.,  limitation  of  the  sugar 
metabolism  should  be  made  an  unalterable  law.  But  there  should  also  he 
moderation  in  eating  and  drinking  in  general.  There  can  be  no  doubt  that 
habitual  hypernutrition  favors  the  outbreak  of  diabetes  if  t!ie  predisposition 
to  it  exists-  The  cases  of  dial>etes  mellitus  complicating  obesity  (even  in 
full-blooded  individuals  with  arteriosclerosis)  are  almost  all  to  be  included  in 
this  category.  Alcoholism,  at  least  that  form  that  goes  hand  in  hand  with 
over-nutrition,  also  plays  a  part  in  the  etiology  of  dial>etes. 

In  individuals  with  a  hereilitary  predisposition  and  marked  obesity  due  to 
OTer-nntrition»  diabetes  should  always  be  watehed  for,  and  an  occasional  exam- 
ination be  made  of  the  urine  voided  four  hours  after  a  breakfast  in  which  at 
least  100  grams  of  bread  and  about  30  grams  of  sugar  have  been  consumei]  ; 
or,  for  greater  certainty,  a  test  for  glycosuria  alimentaria  c  saccharo  should 
be  made,  and  the  case  should  then  be  judgLxl  with  the  necessary  reserve. 

In  confirmed  dial^etes,  dietetic  therapy  has  for  its  object  the  elimination 
of  glycosuria  if  possible.  This  occurs  ver>^  readily  in  some  eases,  in  others  it 
is  ditlicult.  and  in  some  it  may  be  impossilde:  even  when  it  may  be  accom- 
plished, although  viith  diflPicully,  there  are,  unfortunately,  many  cases  in  which 
the  results  scarcely  compensate  the  physician  and  patient  for  the  required 
trouble. 

The  amount  of  energy  that  should  be  put  into  the  treatment  varies  in 
different  eases,  and  much  lalK)r  will  be  saved  the  physician  and  the  patient 
if  this  fact  is  recognized  from  the  onset;  on  this  account  it  is  convenient  to 
divide  diabetics  into  three  groups,  a  method  which  I  proposed  ten  years  ago. 

L  The  moderately  severe  cases. 

2.  The  mild  cases. 

3.  The  severe  or  very  severe  cases. 
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We  have  already  learned  to  differentiate  between  mild  and  severe  cases, 
but  in  gauging  the  case  from  a  therapeutic  standpoint  we  need  to  recognize 
also  a  group  of  moderately  severe  cases.  The  mild  cases  are  so  benign  that 
they  offer  a  splendid  prospect  for  therapy  and  usually  require  but  little  treat- 
ment. The  severe  and  very  severe  cases,  on  the  other  hand,  are  so  malignant 
that  even  after  the  most  energetic  therapy  the  results  obtained  are  slight  and 
unsatisfactory  because  incomplete  or  transitory.  In  the  group  of  moderately 
severe  cases  are  included  a  great  many  which  occupy  a  middle  position,  being 
by  no  means  so  benign  that  they  do  not  require  continued  observation  and 
proper  treatment,  but  by  no  means  so  malignant  that  they  should  be  left  to 
their  fate ;  by  a  more  or  less  strict  plan  of  treatment,  they  may  be  preserved 
in  fair  health  and  moderate  activity  for  many  years.  Among  the  cases  which 
at  the  beginning  of  treatment  must  be  included  in  this  intermediate  group, 
there  are  not  a  few  which  prove  to  belong  to  the  mild  form,  but  which,  on 
account  of  unfavorable  influences,  have  passed  temporarily  into  the  moder- 
ately severe  form.  In  this  group  we  also  find  some  which  belong  to  the  severe 
or  very  severe  forms,  but  have  not  yet  reached  the  full  development  of  the 
disease. 

Let  us  illustrate: 

A  man  aged  fifty,  with  an  inherited  predisposition  to  diabetes.  Ten  days  previously, 
he  undertook  a  lengthy  and  fatiguing  excursion  in  the  Black  Forest,  ate  and  drank  more 
than  usual,  and  was  thoroughly  drenched  by  a  heavy  rain.  Since  that  time,  he  has  had 
a  voracious  appetite,  extreme  thirst,  marked  diuresis,  and  has  lost  much  weight.  His 
urine  contained  8  per  cent,  of  sugar  ( ! ) .  His  daily  dietary  was  restricted  quantitatively 
to  about  one  pound  of  meat,  several  eggs,  coffee  with  rich  cream  but  no  sugar,  green 
vegetables  (no  potatoes  or  beets),  no  cereals,  80  grams  only  of  wheat  bread,  his  meals 
to  be  prepared  without  flour;  one  bottle  of  wine  was  allowed.  Within  a  few  days  his 
glycosuria  had  disappeared.  The  case  has  continued  to  run  a  mild  course  up  to  the 
present  time  (twelve  years  subsequently).  Since  the  acute  attack,  the  patient's  diet, 
for  the  most  part,  has  been  restricted  as  above,  although  at  times  it  has  been  relaxed 
to  the  extent  of  allowing  sweet  champagne ;  the  sugar  in  the  urine  has  never  risen  above 
0.5  per  cent. 

At  the  beginning  of  treatment  this  case  appeared  very  desperate,  but  it 
soon  became  a  clear  example  of  the  mild  form  of  diabetes. 
To  illustrate  again: 

A  peasant,  thirty-three  years  of  age  and  of  a  diabetic  family.  For  five  weeks  following 
an  accident  he  complained  of  hunger,  thirst,  loss  of  flesh,  lassitude,  and  cramps  in  the 
calves  of  his  legs.  Patellar  reflexes  present;  no  complications;  weight  48  kilograms; 
internal  organs  sound.  After  eight  days  on  regulated  diet  including  fat  meat,  with  150 
grams  of  milk,  and  20  grams  of  wheat  bread,  the  sugar  in  his  urine  was  still  4  per  cent. 
—  6  per  cent.  (75  to  100  grams  of  sugar  a  day).  Only  after  the  complete  withdrawal  of 
bread  and  increase  of  milk  to  200  grams  did  the  urine  gradually  become  free  from  sugar. 
After  this  on  a  diet  witli  200  grams  of  milk  and  50  grams  of  bread  he  remained  aglyco- 
Buric  for  several  months,  but  even  then  he  had  to  rigidly  conform  to  rules  in  order  to 
prevent  the  reappearance  of  glycosuria.  In  this  fashion  he  has  now  lived  for  years.  His 
weight  is  50  kilograms. 

This  is  a  typical  case  of  the  medium  severe  form:  severe  at  its  onset  but 
under  continuous,  moderately  strict  dietetic  treatment  taking  a  ratlier  favor- 
able course. 
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Tile  following  18  another  h^pical  example  of  thh  group: 

A  l)Ookbiiit!cr,  geveiitet'ii  yearn  oltl.  No  fiiniily  liistory  of  dialietc**.  For  Hve  weeks, 
without  appurt'iit  cau!*«%  ho  was  continually  lumfrn'.  he  lost  weight,  was  extremely  weak, 
and  had  a  noii-fjonorrhea!  urethritis.  Organs  sound  i  kiico-jerk  nonmil ;  weight  45  kilo- 
^raiim.  On  a  diet  of  220  to  300  grams  of  meat,  gret*n  vegl'tiihi^^^,  25(>  ^Tams  of  milk  ami 
3D0  grami^  of  hread,  there  was  a  glyco*4nriii  of  tj  [kt  cent.  =^  150  to  200  grams  of  suf^ar 
a  day.  Only  ii[»un  complete  withdrawal  of  bread  while  still  taking  25  grains  of  milk, 
did  he  l)ec'ome  free  from  sugar.  After  a  f>ugiir-free  period  of  one  month,  he  could  take 
more  niilk  and  a  small  quantity  of  bread  without  excretinj^  sugar.  He  gradually  tw^camc 
accustomed  to  a  larj^er  allowance  of  breitd  and  milk»  being  careful  never  to  take  enriug!i 
to  produce  glycorturia.  This  tolerance  gradually  increased  until  he  could  ingest  170 
IJTfims  of  bread  and  UK)  grams  of  milk  without  sugar  appeariujij^  in  the  urine. 

Tlie  patient  reniainefl  in  this  condition,  outside  the  hospital*  for  two  years.  Alter 
this  ^probably  l>ecauBe  he  did  not  adhere  to  the  same  diet)  sugar  was  again  excreted, 
and  did  not  disappear  on  very  strict  diet — so  that  the  case  tiecame  severe. 

The  ohjtNjt  ill  quoting  the^  examples  is  to  show  elearly  the  existenee  of 
a  nuxlerately  sev»Te  form  of  the  disease.  At  the  outset,  eiii^e^  like  those  just 
quoted  may  readily  Ifc  looked  upon  as  extreme,  and  tints  great  harm  may 
result.  Among  the  |>oints  on  which  the  rei^ognition  of  medium  severe  eases 
rests  the  most  iuq)ortant  is  this,  that  after  partial  withdrawal  of  carhohyd rates 
(for  examjde,  '^00  grams  of  milk  and  50  grams  of  hread).  no  malter  how 
marked  the  glycosuria  has  previously  heen,  it  immediately  and  deetdnlly 
decreases,  usually  falling  below  loo  grams.  Besides,  in  these  eases  of  medium 
severity,  the  aioount  of  acidosis  as  determinetl  by  the  ferrie-chlorid  and  ace- 
tone reaction  is  slight,  and  the  amount  of  urine  is  not  great  (4  and,  at  most, 
5  liters  per  day).     All  these  conditions  may  also  exist  in  severe  cases. 

After  determining  to  which  group  a  given  case  helongs,  the  physician  must 
outline  the  methrMl  of  treatment  as  follows: 

1.  Mihi  eases  are  to  be  made  aglycosurie,  and  maintained!  in  this  condition 
until  continuous  ol>st*rvalion  for  at  least  six  montlis  has  deuionst ratal  that 
the  disease  shows  no  tendency  to  progress.  Later,  a  permanent  increase  of 
glycasuria  ahove  0.5  per  cent  should  not  be  permitted.  Such  a  transitory 
increase  ntn^il  cause  no  anxiety,  luit  as  soon  as  it  becomes  greater  the  case  is 
to  be  treatt»<!  as  at  Itrst  hy  strict  limitation  of  the  diet. 

2.  Cases  of  the  me<Jium  severe  form  are  to  be  made  aglycosurie  by  strict 
treatment  if  this  is  necessary.  Then,  in  case  they  do  not  prove  to  be  mild 
cases,  they  are  to  be  permanently  maintained  in  this  condition.  Even  a  mild 
glycosuria  is  not  to  he  permitted,  and  anything  causing  a  transitory  increase 
of  glycosuria  is  to  be  absolutely  avoidi^l,  as  it  threatens  the  already  greatly 
^dangered  tolerance.  It  is  possible  that  there  are  individual  case^  which 
at  the  onset  belong  to  the  medium  severe  group,  but  w^hich  may  he  rendered 
mifd,  and  then  the  indulgences  possible  for  eases  of  the  mild  forms  may  be 
permitted  :  but  such  cases  are  certainly  not  frequent, 

3.  The  nature  of  the  severe  and  very  .severe  cases  becomes  manifest  when 
on  the  first  attempt  to  produce  aglycosuria  the  feebleness  of  their  tolerance 
appears.  In  these  cases,  our  primary  ohi^^t  is  to  bring  the  patient  to  the 
point  at  which  life  can  be  maintained  without  a  deficit;  but  this  can  rarely 
be  brought  about,  unless  we  can  limit,  and  that  decidedly,  the  loss  of  sugar  in 
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the  urine.  We  mu^t  make  an  attempt  to  diniinit^h  the  <rlycosiiria.  and  seelww 
far  we  are  socees,sful.  Now  and  then,  we  ean  aeeoinplish  iimre  than  we  had 
hope(J,  and  a  better  toleranee  ma}-  follow  a  regulation  of  the  diet  and  a  reduc- 
tion of  the  f;"lyeosnTia,  so  that  we  may  succeed  in  maintaining  the  patient's 
€<jiiilihrium  of  metal»o1i!?rn  with  a  very  slight  glycosuria  and  with  a  fair  con- 
dition of  health  for  \ears,  even  after  all  hope  Inid  seemed  to  he  gone. 

This  is  the  ehief  task  of  tlie  physician,  easy  in  some  eases,  more  difficult 
in  others,  and  in  many  almost  impossible.  Althongh  the  treatment  of  the 
ditferent  groups  of  eases  varies^  one  general  rule  aj>plies  to  all.  We  should 
determine  the  exact  quaniiiatlre  and  (imilttative  dirt  for  evfrtj  diaheiic  who 
comes  under  freatmenL  Front  exaggerated  when  he  stated  (1820)  that  the 
quantity  of  the  food,  that  is,  the  cjuantitati\e  restriction,  is  more  important 
for  the  diabetic  than  its  quality;  but  his  maxim  that  all  of  the  diabetic's  fotxl 
(including  meat)  is  to  be  determined  quantitatively,  holds  good,  because  noth- 
ing more  unfortunate  can  befall  a  dial>etic  than  the  overtaxing  of  his  general 
powers  of  metabolism,  I  consider  the  restriction  of  labor  of  the  frhole  metab- 
olism to  be  an  important  advance  in  the  therapy  of  diabetes.  There  are  no 
foods  which  the  diabetic  ean  be  allowed  to  eat  in  unrestricted  amount;  the 
quantity  of  each  must  be  measured.  We  must  see  tliat  he  does  not  get  too 
much  carbohydrate  fmxl,  or  too  much  anipial  food,  and  that  he  has  just  enough 
fat,  neither  too  much  nor  too  little. 

I  am  proceeiling  on  the  supposition  that  the  patient  is  to  be  treated  not 
in  a  hospital  but  in  Ids  o^^i  home.  First  of  all,  we  must  determine  quantita- 
tively for  several  days  the  amonnt  of  each  food  ingested.  For  this  purpose  it 
is  only  necessary  to  know  the  amount  of  each  carbohydrate  (flour,  bread, 
sugar  and  milk)  used  in  the  preparation  of  his  meals.  If  this  plan  is  carried 
out,  there  is  no  difficulty  later.  Each  variety  of  food  should  be  served  on  a 
separate  [)late,  and  tbe  auiount  weighed.  Sauces  are  not  considered,  and  bread 
is  weighed  separately.  If  the  patient  cannot  afford  this,  or  if  he  is  unwilling 
to  do  it,  be  should  either  go  to  a  hospital  wliere  others  will  look  after  his  food, 
or  we  must  relinquisli  tlie  attempt  to  regulate  the  whole  diet  quantitatively. 
We  maij  tie  able  to  get  along  without  w*eighing  the  food  in  very  mild  cases  in 
which  a  moderate  reduction  of  the  carbohydrates  is  sufficient  to  control  the 
disease. 

Still,  most  patients,  even  those  in  limited  circumstances,  can  arrange  to 
weigh  their  food.  Usually  a  simple  quantitative  regulation  of  the  diet,  with 
liberal  allowance  for  the  wishes  and  inclination  of  the  patient,  and  with^mt 
too  strict  limitation,  may  be  followed  by  good,  even  remarkably  good  results; 
at  any  rate,  we  may  thus  ascertain  the  maximum  of  t!ic  glycosuria  on  a  given 
diet  and  thus  establish  the  necessary  basis  for  further  dietary  regulations. 

An  example  will  l>est  serve  to  make  this  intelligiltlc. 

A  wcntiflTi,  forty  yenra  of  ag«\  no  Ijerpilitjirv  history  nbtninnWe,  bas  sulTeTed  fnr  four 
montlia  from  extreme  buiij^pr  nnd  tliirst;  tht^rc  is  copifMis  fJiurt^sis;  Joss  of  wdjjtU  20 
kilograms.  Prp^icnt  weight  58  kilof^rams;  no  orpfnnic  tlistiirbfinrpA  r»r  c>oinpl)cntions*  no 
acidosis;  rpflexcs  normol.  Hie  patient  Assorts  that  she*  bus  bcpti  on  ii  diet,  tbat  is,  tbiit 
she  h*is  eaten  but  tittle  bread,  etc.  Dnrinp  tbe  iirst  tbrin^  dii^'s  of  trcntnit^nt,  slie  ate  as 
before  and  was  found  to  be  exeretiTig  2  J  to  3  liters  of  urine  witb  0  per  cent,  to  7  p(*r  cent, 
(=s  150  to  200  grams)  of  sugar  per  day.     Then  tbe  diet  was  regulated  quantitatively, 
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taking  the  wialics  of  the  patit-nt  into  wnsidoration.  She  rocpivcd  daily  500  prrttos  of 
milk,  ICM)  gr^um  of  bread,  2W  fjrnnis  of  nipnt,  4  eggs,  200  grains  of  vegptal>1es  with  ten 
per  cenL  of  fat,  i50  grams  of  btiiter,  an<l  "!'*  gram?*  of  fatty  ehivsc  or  miUKagc\  pXc,  with 
tea,  fn!Tt*t%  and  water  (td  lihihtm,  nm\  a  htilf  litfr  of  wine.  ThiK  diot  was  ahiHuhuit,  and 
gave  the  patient  35  ealorit^s  per  kilo  of  body -weight.  She  ri^niarked  that  she  had  not 
eiiten  much  more  before  treatitieiit,  not  even  of  bread*  During  the  following  dnya  ftho 
excreted  IJ  to  2  liters  of  urine,  and  3.5  per  cent.  (==50-70  gram*!i)  of  sugar  diiily.  At 
the  same  time  she  felt  stronger  and  improved  each  day.    No  acidosis. 

ThiB  is,  in  itself,  a  truly  remarkable  result  of  qmintitative  roc^ilatinn  of 
the  diet.  Of  course,  there  was  some  restriction,  hut  the  patient  harrlly 
noticed  it. 

In  this  case,  the  niilk  and  the  hread  must  be  still  further  reduced  nntil 
the  sugar  has  disappearcHl  entirely. 

Our  patient  preferred  not  to  have  the  milk  in  her  diet  reduced.  The  bread  was  there- 
fore redun'd  lo  40  grams,  but  after  four  days  upon  a  diet  containing  HO  grams  of  hread 
ahe  still  exmted  sugar,  but  when  ihr*  milk  was  rwluetMl  to  :]00  grams  and  the  hrend  to 
40  grams  there  wn«  no  glyeosn'in.  On  thi*i  diut  she  mnainrd  aglyerj*iurie»  so  that  after 
foyrt*>i^n  day-s  it  was  deemed  |MWMjlde  to  increase  her  food.  For  the  sake  of  precnulion. 
lotj  gruniH^  of  nulk  were  witlKlniwn,  but  K)  grams  of  bread  were  added.  She  remained 
free  from  HUgar,  After  three  days  100  gram;^  of  milk  were  added,  and  the  patient 
oontinue<J  iuH*  from  sugar;  aguin  after  three  days  10  grams  of  bread  were  added,  and 
lIMiii  grnniH  of  niilk  withdrawn.  Thus  she  continued  upon  a  diet  of  500  grams  of  niilk 
and  100  grams  of  bnuul  for  six  wK*ks,  when  ^he  was  aglycosuric  and  in  apparent  full 
health,  having  attained  a  weight  of  02  kjh^grams, 

tShe  remained  tinder  okservatioiL  Occasionally,  as  the  result  of  an  indiscretion  in 
diet,  a  slight,  transitory  glycosuria  occurred,  and  then  the  patient  would  live  on  50 
grams  of  bread  for  a  few  days,  or  wouU!  desist  altogethtfr  from  eating  bread  for  a  whole 
day,  then  return  to  50  granus  of  bread  for  a  few  dayB^  until  tinally  she  became  perfectly 
aglycosuric  on  a  diet  of  100  grama  of  bread. 

The  removal  of  glycosuria  is  by  no  means  always  so  easy  and  simple. 
Ver\^  often  more  string*?nt  methods  must  be  employt^d ;  carboliyilratos,  tii>yr 
foods,  and  even  milk,  must  he  wholly  excluded  lie  fore  the  jmtient  In^comes 
entirely  free  from  sugar,  and  frei|uently  even  this  is  insufficient  and  nothing 
remains  but  the  reditefion  of  albuminous  food.  The  albumin  nutrition  may 
then  he  restrietal  to  2W  grams,  even  to  150  grams  of  cooked  meat  (reckoning 
albumin  as  meat),  so  that  the  patient  dues  not  receive  more  than  40  to  50 
grams  of  albumin.  In  the  severe  cases  this  limitation  of  the  albumin  nour- 
ishment is  one  of  the  most  important  points.  Its  effect  is  often  much  greater 
than  can  be  explained  by  the  withdrawal  of  the  sugar  forme<l  from  the  albu- 
min. For  example;  With  KM)  grams  of  albumin  (besides  the  necessary  fat) 
40  grams  of  sugar  are  excreted ;  after  a  reduction  to  60  grams  of  albumin, 
sugar  disappears  in  a  few  days.  That  40  grams  of  sugar  are  formed  from  40 
grams  of  albumin  h  hardly  possible;  therefore,  the  aglycosuria  cannot  be  due 
to  the  limitation  of  sugar  intake  (in  albumin).  I  have  long  been  convinoed 
that  it  is  the  limitation  of  fomi  and  the  resulting  diseneumbrance  of  the 
entire  metaljolism  which  brings  about  this  favorable  result.  The  metabolism 
of  the  dral>etic  is  not  deficient  in  only  one  respect,  namely,  that  with  which 
we  are  concerne^l,  the  working  up  of  the  sugar  molecule  and  its  preparation 
for  oxidation.  His  metabolism  is  deficient  as  a  whole— witness  the  weakness 
of  the  powers  of  oxidation  as  expressed  unmistakably  in  the  acidosis. 
$ 
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In  the  severe  eases  whieh  we  are  now  considering  it  is  almost  always  neces- 
sary to  limit  the  entire  amount  of  food  (albumin  and  fat  included)  so  that 
its  total  ealory  value  will  be  lowered,  even  beltnv  the  mini  mum  retjnired  by 
Rubner  (35  calories  per  kilo  of  body-weight).  Tinder-nutrition  need  not  be 
feared;  my  diabetics^,  at  least  those  who  are  treated  in  the  hospital,  get  along 
with  30  calories,  and  even  less,  per  kilo,  without  losing  body-weight. 

When  the  excretion  of  sugar  has  faHen  to  the  minimum-,  about  0.5  per 
cent.,  and  not  more  than  10  nrpjims  of  sugar  per  day  are  excreted,  aglycosuria 
may  finally  be  brought  about  by  giving  the  patient  no  food  for  twenty-four 
liours.  He  may  be  allowed  water  ad  Ubitum,  for  it  is  unnecessary  in  this  con- 
dition that  the  patient  should  suffer  from  thirst.  This  procedure— a  twenty- 
four-hour  fast^was  introduced  by  Cantani. 

Both  the  reduction  of  the  albuminous  foods  and  the  twfriiif-fonr-hour  fast 
geem  cmeh  or  at  least  drastic,  measures,  but  they  really  are  not  so;  at  least 
the  author  has  never  bad  the  least  ditliculty  in  enforcing  them.     More  ditfi- 
culty  in  the  strict  dietetic  treatment  of  diabetes  is  encountered  io  other  direc-* 
tions.     We  shall  speak  of  this  later  on. 

After  glycosuria  has  been  abolished,  if  we  expect  to  increase  the  tolerance, 
we  must  maintain  aglyeosnria  for  at  least  two  weeks  before  we  can  appreciably 
add  to  the  food.  After  the  patient  has  been  finally  brought  to  tlie  daily  allow- 
ance of  food  which  is  sufiieient  for  liim  he  must  remain  npou  this  diet  and 
be  under  observation.  It  is  also  advisable  at  times  to  institute  once  a  week 
a  twenty-four-hour  fast  for  carbohydrates,  during  which  period  the  patient 
receives  no  bread. 

Keeping  the  patient  for  a  nuinth  or  longer  without  bread,  starchy  foods 
or  milk  rarely  succeeds,  but  the  author  knows  of  several  diabetics  wlio  have 
lived  for  yean?  on  a  strict  album  in- fat  diet  with  the  addition  daily  of  200 
to  400  grams  of  green  vegetables  (deficient  in  carbohydrates),  and  they  have 
been  al>le  to  attend  to  their  business  without  taking  unusual  care  of  them- 
selves. One,  a  man  about  forty  years  of  age,  held  the  responsible  position  of 
professor  at  a  university. 

We  must,  then,  exert  all  our  efforts  and  all  our  art  properly  to  regulate 
the  diet! 

In  what  follows,  I  shall  onW  uiention  briefly  some  of  the  main  niles»  the 
obsen'anee  of  which  will  enable  the  physician  judiciously  to  handle  his  dia- 
betics. We  shall  see,  however,  that  in  order  to  prescribe  a  diet,  he  must  he 
familiar  with  the  composition  of  the  most  common  foods  as  regards  fat  and 
carbohydrates.  All  receiit  Imoks  on  diabetes  contain  detailefl  data  on  this 
subject,  and  the  most  essential  figures  in  this  respect  will  be  given  at  the 
conclusion  of  this  article. 

I  shall  attempt  no  distinction  between  what  is  absolutely  (in  any  quan- 
tity) allowable  for  a  diabetic,  and  what  is  absolutely  forbidden.  I  consider 
such  a  distinction  T^Tong  and  dangerous.  No  difibrtic  should  be  permitted 
the  unrestricted  use  of  any  food;  everything  must  he  ordered  him  quantHa'- 
tively. 

The  amount  of  carbohydrates  permitted  is  best  considered  in  terms  of 
wheal  bread;  and  most  patients  prefer  to  take  the  amount  of  carbohydrates 
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permitted  them  in  the  form  of  good  wlieat  bread.  Some,  however,  would 
rather  have  it  as  flour-cakes,  and  there  is  no  objection  to  their  having  it  in 
the  form  of  any  simple  carliohydrate  that  lliey  prefer.  If  the  patients  take 
their  carbohydrates  partly  as  wheat  Ijread  and  partly  hi  mme  other  way.  thea 
we  must  subtract  the  bitter  amount  from  the  total  that  is  permissible.  Sup- 
pose, for  instance,  that  the  patient  is  allowed  1 00  grams  of  wheat  bread  ^ 
about  €^0  grams  of  starch.  lie  prefers  lo  take  part  of  his  starch  in  another 
form,  for  instance,  as  oatmeal  or  rice,  in  soup,  10  grams  being  sutTieient  to 
make  a  large  dish  of  ^  of  a  liter;  or  he  takes  balls  of  oatmeal,  or  2^  grams  of 
oatmeal  alone.  Oatmeal  and  rice  contain  about  75  i>cr  cent,  of  starch.  We 
can  consider  the  10  grams  of  oatmea!  as  Cfjuivalcnt  to  wheat  bread,  and  there- 
fore we  must  subtract  10  grams  (or  to  l>e  quite  accurate  12  grams)  from  the 
daily  allowance  (100  grams)  of  wheat  bread.  Twenty-five  grams  of  grits  or 
rice  are  equal  to  about  30  grams  of  wheat  bread.  Of  course,  the  patient  may 
have  other  forms  of  bread  instead  of  wheat  bread.  Rolls  arc  useful  for  this 
purpose,  the  amount  of  starch  tieing  almost  the  same  as  in  wheat  bread.  The 
rolls  may  l>e  cut  info  small  slices  and  spread  with  tuitter.  Rye  bread  is  also 
serviceable;  it  contains  15  per  cent,  less  of  starch,  bat  is  heavier  and  more 
compact.  Aleuronat  bread  contains  only  about  Vialf  as  much  starch  as  w^heat 
bread,  but  there  are  few  diabetics  who  like  this  bread,  although  among  all  the 
varieties  of  so-callt'd  *'  ilia  bet  ic  bread,''  this  has  the  most  agreeable  taste. 

Among  vegetables  the  diabi-tic  should  eat  only  those  in  which  tlie  amount 
of  carljohydrates  does  not  exceed  5  per  cent,  (compare  the  tables),  and  even 
this  slight  amount  of  carbohydrates  must  not  he  ignored  in  those  eases  in 
which  the  removal  of  glycosuria  is  difficult.  With  300  grams  of  vegetables 
per  day.  it  nuiy  amount  to  as  nioch  as  15  grams, 

Fmiti  should  be  permitted  the  diabetic  if  possible.  There  are  plenty  of 
fruits  whose  carboliydrates  do  not  exceed  6  per  cent,  (sugar  +  pectin).  They 
must  be  well  cooked  and  swtx^tened  with  saccharin.  Almost  any  kind  of  fniit 
may  he  given,  even  such  as  contain  sugar  in  large  amounts,  but  the  amfmnl 
of  carbohydrates  they  contain  must  he  deduct ed  from  the  amount  of  bread 
which  iv  permitted.  Onty  grapes  and  dried  frttits^  on  account  of  their  high 
r-contents,  are  to  be  excluded.  The  fact  tliat  the  sugar  contained  in  fruit 
18  Icvnlosc  modifies  the  ease  but  little,  for  after  prolonged  use  levulose  becomes 
almost  as  injurious  as  dextrose.  Many  so-called  **  fruits  for  diabetics  "  are  to 
be  found  on  the  market ;  they  contain  about  2  per  cent,  to  4  per  cent,  of  eugar^ 
therefore  less  than  the  fresh  fruits,  even  those  poor  in  sugar,  but,  unfortu- 
nately, many  diabetics  grow  tired  of  them  after  a  time. 

In  meat»  besides  the  albumin,  we  must  take  into  account  the  fat  it  con- 
tains. Considering  only  the  percentage  of  albumin  (25  pM:'r  cent.),  the  calory 
value  of  stewed  or  broiled  meat  is  only  1.  When  the  ordinary  amount  of  fat 
is  present  (10  per  cent.)  the  calory  value  becomes  2,  hut  we  must  remember 
that  in  the  cooking  of  mf*at  (broiling,  stewing)  part  of  the  fat  is  lost;  in  fact, 
most  of  the  fat  is  lost  in  cooking.  Excluding  the  fat,  all  kinds  of  meat  are 
of  the  same  calory  value,  Lirer  i>  strictly  forbidden ;  of  other  "  glands  " 
sw^eetbreads  and  brain,  though  not  strictly  meat,  are  of  equal  value  on  account 
of  Uieir  high  percentage  of  fat.    Naturally,  fat  meat  is  always  preferable  for 
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a  diabetic;  some  fat  meats  and  fat  fish  contain  20  per  cent,  of  fat  or  more  (see 
diet  lists). 

A8  a  working  principle,  let  us  say  that  f7  diahelic  should  not  rat  more  than 
600  grams  of  meat  {weighed  after  cooking),  for  most  patients  lose  their  appe- 
tite if  they  eat  more ;  diabetics  who  are  under  close  medical  supervision  may 
be  permitted  more,  but  it  is  usually  of  no  benefit. 

Eggs  are  yery  useful.  On  account  of  the  large  amount  of  fat  in  the  yolk, 
each  egg  has  a  value  of  75  calorics.  If  we  allow  more  than  two  eggs,  we 
should  subtract  50  grams  for  each  egg  from  the  amount  of  meat  allowed. 

Fat  foodi  are  of  the  greatest  value,  for  fat,  as  a  rule,  does  not  increase 
glycosuria  and  has  the  enormous  nutritive  value  of  9  calories,  while  starch 
and  albumin  have  only  4.  In  good  mtmige  (poor  sausage  often  contains 
flour  and  but  little  fat !)  there  is  30  per  cent,  to  40  per  cent,  of  fat;  in  good 
cheese  from  20  per  cent,  to  30  per  cent.;  poor  cheese  contains  hut  lit  tie  fat. 
Butter  contains  85  per  cent,  of  fat;  lard  (butter  or  fat  melted),  bone  marrow, 
and  vegetable  oils  almost  100  per  cent.  Bacon  varies  greatly  in  regard  to  the 
amount  of  fat  it  contains;  it  averages  about  92  per  cent.  An  enormous  calory 
value  may  be  obtained  in  the  following  foods:  100  grams  of  Holland  cheese 
(30  per  cent,  fat)  gives  270  calories,  without  including  t!ie  albumin;  100 
grama  of  good  butter,  7'^0  calories.  Fat  and  butter  may  be  mixed  with  vege- 
tables so  as  to  make  them  contain  10  per  cent.,  even  15  per  cent,  of  fat;  bacon 
and  oil  in  salad,  up  to  20  per  cent,  to  40  per  cent. 

Cheese  may  l)e  pulverized  and  added  to  soups  and  sauces,  and  also  may 
be  made  into  cheese  cakes,  chci'se  puddings,  etc. 

Cream  contains  25  per  cent,  of  fat,  and  is,  therefore,  very  valuable;  the 
slight  amount  of  sugar  it  contains  (3  per  cent,  milk-sugar)  need  scarcely  be 
regarded.  Some  cream  contains  even  more  fat  than  this  (up  to  40  per 
cent.).  If  it  is  dairied  in  a  very  clciinly  manner,  it  is  at  first  very  grate- 
ful to  the  taste,  but  after  prolonged  administration  patients  often  do  not 
like  it. 

Hiik  is  in  general  use,  and,  even  in  the  moat  severe  cases,  of  great  value. 
But  it  must  not  be  supposeil  that  the  milk-sugar  is  *' harmless"  to  the  dia- 
beHc,  for  it  is  not  much  less  so  than  dextrose  and  cane  sugar;  but  milk  con- 
tains very  little  sugar,  only  about  3  per  cent  Its  carbohydrate  contents  must 
be  reckoned,  but  it  also  contains  4  per  cent,  to  5  per  cent,  of  fat.  There  are 
several  manufactured  preparations  of  milk  which  contain  a  larger  amount  of 
fat,  and  in  wbicb  the  sugar  is  decreased;  there  are  even  artificial  milks  free 
from  sugar— but  my  patients  soon  become  tired  of  these  preparations. 

Other  fluids  are  to  be  estimated  according  to  their  carbohydrate  value; 
among  wines  only  the  southern  wines  and  champagne  contain  more  than  3  per 
cent.;  tliesc  contain  12  per  cent.  In  beer  the  carbohvdrate  value  is  rarely 
under  6  per  cent.  Beer  is  more  harmful  than  this  percentage  would  lead  us 
to  suppose,  as  it  contains  the  greater  part  of  its  carbohydrates  as  maltose ; 
this  at  once  decomposes  in  the  intestines  into  dextrose,  and,  for  this  reason, 
the  diabetic  ingesfs  in  Ijeer  the  most  dangerous,  most  readily  absorbable  form 
of  carlio hydrate  food. 

Among  alcoholic  liquors  only  rum,  cogmic,  whiskey,  etc.,  are  to  be  con- 
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sidered !  No  liqueurs !  These,  and  often  the  so-called  **  bitters/*  contain  enor- 
mous quantities  of  sugar. 

Coffee  and  tea  may  be  looked  upon  as  harmless  for  the  diabetic.  Cocoa 
contains  (without  admLxtnrc)  15  per  cent,  of  starch,  and  must  be  estimated 
accordingly. 

If  it  is  desirable  to  increase  the  menu  still  further,  manufacturing  chem- 
istfi  have  placed  many  preparations  on  the  market  for  the  difihetic.  The  physi- 
cian should  assist  the  dial)etic  to  make  his  life  as  comfortable  as  possible, 
yet  the  nietiical  adviser  must  never  allow  the  reins  to  be  taken  out  of  hia 
hands;  unfortunately,  this  often  occurs. 

Which  diabetics  are  to  be  treated  at  a  hospital  (of  course,  one  well  appointed 
with  reference  to  dial>etic  treatment),  which  may  be  treated  at  home,  and 
which  should  be  sent  to  Carlsbad,  Vichy,  Neuenahr,  etc.  ? 

The  very^  mild  cases,  in  which  ordy  sugar,  potatoes  and  beer  must  be 
restricted  in  order  to  make  the  urine  free  from  sugar,  do  not  need  hospital 
treatment,  tlioiigh  it  is  advisable  for  them  to  undergo  each  year,  or  at  least 
from  time  to  time,  a  course  of  treatment  at  any  one  of  the  previously  men- 
tioned bath  cures.  Fretpiently  these  cases  occur  in  elderly  persons,  in  whom 
a  cure  of  this  sort  is  indicated  on  account  of  complicating  arteriosclerosis, 
dii^ea^  of  the  liver,  or  gout. 

It  is  often  wise  in  such  cases,  after  sugar  has  been  discovered,  to  send 
them  at  once  to  Carlsbad ;  they  return  fret*  from  sugar,  and  with  a  greater 
dociUty  and  willingness  to  carry  out  further  dietetic  treatment. 

If  the  case  is  severe,  so  that  it  is  necessary  to  reduce  to  a  minimum  the 
allowance  of  bread  in  order  to  free  the  urine  from  sugar,  the  question  whether 
the  patient  should  he  treated  at  home  or  in  a  hospital  must  be  settled  by  the 
individual  circuuistances.  If  the  patient  is  sensible,  relial)k\  and  in  easy 
circumstances,  treatment  at  home  should  l>e  tried,  but  we  must  not  lje  too 
optimistic  as  to  results;  as  soon  as  sigiis  of  unreliability  on  the  patient's  part 
are  detected,  hospital  treatment  should  be  urg»^l.  If,  under  treatment  at 
home,  the  sugar  has  been  considerably  rtnlucx^d  (to  about  20-30  grams  a  day), 
we  may  stmd  the  patient  to  Carlsbad,  whence  he  often  returns  sugar-free,  and 
he  may  then  more  easily  than  before  be  kept  aglycosuric ;  but  this  applies  only 
to  the  mild  cases. 

Every  diaiietic  whose  ease  is  not  very  mild,  or  who  is  not  reliable  or  well- 
to-do,  as  well  as  ever}^  moderately  severe  and  every  severe  case  (that  is,  every 
patient  from  whose  diet  carbohydrates  must  be  largely  or  wholly  eliminated, 
if  only  for  a  time),  must,  to  begin  with,  have  hospital  treatment.  In  a  hos- 
pital we  find  out  how  much  can  be  attaine<l,  and  we  deleruiine  the  diet  on 
which  the  patient  will  l>eeome  sugar-free,  or  will  have,  at  least,  only  a  gly- 
cosuria of  definite  and  known  intensity.  After  this  he  must  remain  under 
supervision,  and  if  the  glycosuria  again  shows  a  progressive  tendency  he  should 
rettim  to  the  hospital.  Poor  patients  with  severe  diabetes  need  hospital  treat- 
ment at  least  every  year,  of  six  or  eight  weeks'  duration  the  lirst  year,  and 
reduced,  if  necessary,  to  four  weeks  the  next  year. 

In  the  authors  experience,  *'  bath  cures"  rarely  benefit  these  patients,  and 
often  do  harm. 


DISTURBANCES  AJTD   DANGERS  OCCURRING  IN  THE  DIETETIC 
TREATMENT  OF   DIABETES 

That  disturbances  of  digestion  often  occur  during  dietetic  treatment  has 
been  known  ever  since  the  disea&e  has  been  treated  by  a  re;?triction  of  food. 
The  more  violent  distiirlyaiices,  such  as  urhI  to  occur  when  our  knowledge 
was  less,  for  instance,  diarrhea,  sometimes  combined  with  vojniting,  should 
now  be  prevented  entirely.  They  may  be  avoided  in  trustworthy  patients  if 
the  wliole  amount  of  food  inii:ested  is  quantittttively  determined,  if  too  large 
a  portion  of  meat  is  not  allowed,  and  if  we  boar  in  mind  the  sensitiveness  of 
the  patient  as  regards  fai  and  fatty  foods.  Some  patients  lose  their  appetite 
from  the  beginning,  or  as  soon  as  carbohydrate  food,  especially  bread,  is  re- 
stricted. This  anorexia  may  be  avoided  by  giviiig  them  fruits.  If  the  patient 
likes  tlie  fruits  prepared  for  diabetics  he  is  very  fortunate;  otherwise  cooked 
or  uncooked  fruits  that  contain  but  little  sugar  may  he  used,  I  am  loath  to 
forbid  fruits  altogether,  and  even  in  the  severe  cases  I  usually  allow  as  much 
as  lOQ  to  200  grams.  Milk,  also,  is  very  valuable;  J  to  1  liter  of  milk  a  day 
with  a  restricted  fat -albumin  diet  often  helps  the  patient  over  the  period  of 
anorexia  without  increasing  the  glycosuria  to  any  extent,  and  without  mak- 
ing the  patient  lose  weight.  With  these  precautions,  we  are  not  eompelled  to 
break  off  the  dietetic  treatment  as  soon  as  it  is  begun,  but  may  go  on  with  it 
cautiously  as  soon  as  the  appetite  has  improved. 

Every  disturbance  of  appetite,  however,  must  be  serioudy  considered,  for, 
on  the  whole,  cases  with  anorexia  are  the  most  difficult  to  deal  with.  In  some 
of  these  cases,  psychic  depression  plays  a  certain  ])art,  and  if  their  disease  is 
not  too  pronounced,  tliey  often  get  along  much  better  at  Carlsbad  or  Neuenahr 
than  if  they  stay  at  home,  or  go  to  a  hospital 

In  aridosU  we  have  an  especially  foruiidalile  liindrance  to  strict  dietetic 
treatment.  In  many  of  the  moderately  severe  cases  it  appears  as  soon  as  the 
diet  is  restricted,  or,  if  already  present,  it  becomes  more  marked  when  the 
carbohydrates  are  limited.  Then  the  patient  is  at  once  in  danger,  because 
acidosis  may  Irad  to  coma.  Formerly,  this  often  happened  when  tlie  diet  was 
restricted  too  suddenly,  and  even  to-day  cases  with  acidosis  are  always  in 
danger  if  severe  gastric  disturbances  occur.  In  the  absence  of  gastric  irritabil- 
ity thu  danger  matj  be  averted  htj  the  fidmimMrfilum  of  sodium  bicarhonate. 
Enongh  shonid  he  given  to  make  the  urine  feeldy  allaline,  and  50  or  more 
grams  in  twenty-four  hours  may  he  necessary.  With  this  precaution  we  may 
endeavor  to  rtKluce  glycosuria  by  strict  diet  even  where  decided  acidosis  already 
exists.  Of  course  all  food  and  its  calory  value  must  be  determined  with  quan- 
titative exactness,  for,  to  repeat,  it  is  the  rlisproportion  f»etweeu  the  quantity 
of  the  profluets  prepare]  in  mctaWism  for  oxidation  and  tbe  power  of  oxida- 
tion itself  which  finds  its  expression  in  acidosis.  In  cases  with  acidosis  we 
must  not  think  of  withdrawing  carbohyrl rates  entirely,  but  should  allow  GO  to 
80  grams  of  bread,  i  a  h'ter  of  milk,  and  as  much  as  200  grams  of  fruit.  The 
latter  is  here  particularly  important  in  order  to  prevent  indigestion. 

We  nuiy  count  with  certainty  on  the  fact  that  if  the  aeetone  rmction  he- 
comes  marked  at  the  onset,  the  cause  is  simply  the  urinary  sodium,  that  is,  the 
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alkalinity  of  the  urine,  *  Bonu'tiuics  tlw  diacetie  acid  (ferric  ehlorid)  reaction 
also  btt'omes  murked;  hnt  this  j^hoiihl  not  he  allnwed  to  occur  after  the  first 
few  days.  In  case  the  reaction  becomes  still  more  intense,  so  that  the  urine 
blackens  on  the  addition  of  ferric  cldorid,  milk  shouhl  be  cautiously  added  to 
the  diet,  and  its  calory  value  subtracted  from  that  of  the  meat,  which  should 
be  correspondingly  iHluird.  Otherwise,  if  the  j^reneral  condition  of  the 
patient  remains  good,  we  nuiy  maintain  an  expectant  attitude  until  the  ferric 
ehlorid  reaction  becomes  less  marked,  which  usually  occurs  in  eight  to  four- 
teen day*,  sometimes  earlier  or  later.  When  this  diminution  of  acidosis  begins 
the  danger  from  this  source  is  over;  acidosis  gradually  disappears  and  will 
not  cause  trouble,  even  should  a  further  restriction  of  the  carbohydrates  be 
necessary. 

Of  course,  if  symptoms  of  coma  appear  we  must  increase  the  dose  of  sodium 
bicarbonate  until  the  urine  is  alkaline.  Sometimes  100  grams  or  more  of 
scxlium  bicarbonate  must  Im?  given  in  twenty-four  hours.  In  almost  every  case 
of  this  kind,  it  is  milk  which  answers  our  purpose  best. 

VI.   TABLES 

Tables,  of  focHls;  difTf^rrjit  kind"*  cjf  moat,  flinh.  efiffn^  Rnufta^<*s,  nnJat-prf serves,  and 
various  kinds  of  ehw'Hf,  urmn^'ed  actoriiin^'  to  ttie  amount  of  fat  they  contain. ^Fat, 
butler  and  varietie'j  of  milk,  with  pt" recti t ages  of  fat  and  carbohydmtes.^Brendp  flour 
and  vegetables,  with  [KTeenta^re-H  of  carlK^hydrute.K.^ — ^ Fruits  and  their  cjirbohydrate 
(«TJgar -h  peetin)  contents. — Beer,  wine  fintl  spirits,  with  their  amounts  of  alcohol  and 
ca rk)hy<3 rat <*3.— Plan  for  calculating  the  foodvalue  of  the  diet  in  calories. — Short 
popular  dietary  instructions  for  diab*»tics, 

MEAT  WTTn   PERCENTAGE  OF  FAT 


PeroeiJtiiK© 
of  F&V 

Fat  pork B7.34 

Very  fat  mutton , .  36.30 

Rtv^reeL. , 28. H7 

Fat  beef  (from  ox) 26. ^8 

River  lata  prey  (smoked!  or  pickled)  25,50 

Salt  herring.  __..,. 16.89 

Sprnt, 15J)4 

Very  fat  horseflesh,. 15.64 

Sttlt  mackerel 14.10 

Salmoti  (smoked  or  salted). . . 1 1 .86 

Mackerel  (fresh) ID. 10 

Rabbit  (fat) ».7e 

Chieketi  (fat) 9.84 

IlkMtier. 8.51 

Bleak 8.13 

Pat  CO w*8  meat.. 7.70 

Fat  ve&l. 7.41 

Freph  herring ,».    7.11 

Swedish  aiiehovj  (salt) 7,05 

Lean  fwvrk 6.81 

Salmon 6.42 

Sw*'^!  isb  anchovy  (fresh) .........     5 .  87 

Half  fat  mutton*. 5.77 

,  Mediitm  fat  l>eef  (ox).,,., 5.1» 

S»m  eel... , 5.02 

Dnek(wild) 8.11 


27. 

28, 
21>, 
30, 
31. 
32, 
33. 
34. 
35, 
36. 
37. 
38. 
3». 
40. 
41. 
42. 
43. 
44. 
45. 
46. 
47. 
48, 
4t*. 
50, 
51, 


Percental 

ofFal. 

Groundling 2. 68 

Medium  fat  horseflesh 2.55 

Anchovy. 2.21 

Roe  (deer). 1  ,^ 

Piftice 0.25-1 .  80 

Lean  eo w  "j*  meat , , 1 .  78 

Fieldfare, 1 .77 

Lean  beef  (ox) XM 

1.43 
K42 
t.l3 
1.09 
1,00 


Partridge  . 
Chicken  (lean). 

Hare. 

Carp. , 

Pigeon. 


Veal  (lean) 82 

Stofk-fish ,78 

Ottilus 70 

Pike , , .,,,.,,       .51 

Verv  lean  horseflesh  (minimum). .       .50 

Roa^>b, 47 

Perdi. 44 

Codfish. .89 

Ovaters 37 

Crnb 35 

Haddock 80 

Torsk 30 
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EGGS 


Percentage 
of  Fat. 

1.  Hens*    eggs    (average    weight,    53 

grams) 12.11 

2.  Duck  eggs 15.49 


Percentafpe 
of  Fat. 

8.  Lapwing  eggs. 11.66 

4.  Carproe 6.00 

5.  Caviar 15.70 


SAUSAGES  AND  PRESERVED  MEATS 


Percentage 
of  Fat. 

1.  Clean,  well-smoked,  meat-free  bacon  92.20 

2.  Westphalia  sausage 39.88 

3.  Cervelat  sausage 89.76 

4.  Frankfurters 39.61 

5.  Westphalia  ham 86.48 

6.  Smoked  beef-tongue 81 .61 


Percentage 
of  Fat. 

7.  Pomerania  goose-breast 31 .49 

8.  Smoked  beef 15.35 

9.  Tinned  meat 12.63 

10.  Blood-sausage 11 .48 

11.  Hard  smoked  sausage 11 .40 

12.  Dried  beef 5.24 


CHEESE 


Percentage 
of  Fat. 

1.  Neufch&tel 40.80 

2.  Stilton  cheese 84.55 

8.  Stracchino  cheese 83.67 

4.  Roquefort  cheese 33 .44 

5.  Brick  cheese 32.78 

6.  Cheddar  cheese ...  32.37 

7.  Edam  cheese 80.26 

8.  Gervais  cheese 29. 75 

9.  Emmenthal  cheese 29.67 

10.  Gloucester  cheese 28.08 

11.  Gniyere  cheese. 28.04 


Percentage 
of  Fat. 

12.  Cheshire  cheese 27.46 

13.  Holland  cheese 26.70 

14  Artificial  oleomargarin 25 .95 

15.  Swiss  cheese  (ordinary) 23.54 

16.  Artificial  fat  cheese 21 .70 

17.  Romadour 20.66 

18.  Camembert 21 .00 

19.  Brie 20.27 

20.  Parmesan  cheese 19.52 

21.  Swiss  caraway  cheese 12.11 

22.  Meager  cheese  6.84 


DIFFERENT  FATTY  FOODS  AND  VARIETIES  OF  MILK 
{Arranged  according  to  their  fat  and  carbohydrate — sugar — contents.) 


Fat.  Carbohy. 

1."  Plant-oil 100.00     

2.  Bone-marrow 100.00     

8.  Artificial  butter 87.76     

4.  Butter 8:^.27  0.8-^.58 

5.  Lard 100.00    

6.  Cream 26.75  3.52 

7.  Condensed  cow*s   milk 

without   addition  of 

cane-sugar 13.19  15.38 


Fat.  Carbohy. 

8.  Sheep's  milk 6.83  4.73 

9.  Goat's  milk 3.94  4.39 

10.  Cow's  milk 3.65  4.81 

11.  Ass'smilk 1.64  5.99 

12.  Buttermilk 93  3.73 

13.  Kumiss     from     cow's 

milk 85  3.10 

14.  SkimmtMl  milk 74  4.75 

15.  Whey 23  4.70 


The  liver  of  fattened  geese  (Strassburg  liver)  should  by  no  means  be  excluded  from 
the  diet  on  account  of  its  supposedly  high  percentage  of  glycogen,  for,  in  fact,  this  is 
slight,  and  does  not  amount  to  more  than  from  0.9G  per  cent,  to  2.8  per  cent,  (of  the 
fresh  liver).  I  am  unable  to  find  any  quantitative  reports  of  the  percentage  of  fat  in 
these  livers,  but  it  may  safely  be  assumed  to  be  about  30  per  cent. 


BREAD,  FLOUR  AND  VEGETABLES 
(According  to  their  percentage  of  carbohydrates.) 


Per  cent. 

1.  Fine  flours  (arrowroot,  sago,  maize, 

etc.) 83.31 

2.  Potato  flour 80.83 

3.  Biscuit  flour  for  children 77.30 

4.  Noodles 76.77 

5.  Rice 76.52 


Per  cent. 

6.  Oatmeal 75.95 

7.  Cakes 73.80 

8.  Wheat  rusks 72.00 

9.  Wheat  for  rolls 72.00 

10.  Barlev  flour 71.74 

IL  Rye  flour 69.66 
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14. 
hx 
Ki 
IT. 
18. 
19. 
20, 
21. 
22. 

2:i. 

2t 

25. 

2n. 

27. 

m. 

liiX 
SL 
32, 
Xt 
34. 
35, 
30, 
37. 
3H. 
39. 

4a 

42. 
43. 
44. 

45. 


BREAD,   FLOUR    AND   VEGETABLES    {continued) 
P«?r  cent. 

46,  Other  wort 

47,  Carrots  (large) , 

48,  Beet-rcKit 

4U.  Scttllioji , . . . 

54).  lUdish , 

51.  K«:)hlrabi»  underground  (tuber). 

52.  Carrots  (small) » 


Bnrley  bread ,,,.,. 69.0fi 

Coarse  wheat  flt>ur.  including  bran 

for  (Jraham  bi^ad. 65 ,00 

Oatnieal  gruel 64.73 

Out  bread 64.21 

Legutninoae - , .  64  .(J5 

HoTls ., 63.00 

Coarse  wheat  bread 53 . 00 

R?e  bread 49,25 

S4)ldieni*  bread , ,  49,00 

Pkimjx-nik'kel 47.00 

.Si>-€alletl  Graham  bread ..,...,.»  39,00 
Alcurontit  bread  (Slrassburg  make)  34.30 
Aleurtmut  breiul  (after  Ebstein), , ,  27,50 

Peas  (drv). 52.36 

Ueans(drv) 49.01 

Lenlib  (dVy) , 53.46 

Bifihi>pVrap, 43.31 

Trnme*  (air  dry) 37.40 

SiyJH  beans I 2\}M 

iMMsbrnuin!i(airdrj) 28. IM) 

tlarlic.. 26,31 

Onions  (white) .,  25.69 

Potati>es 20,60 

Florscra^iisb 15, H9 

Black  *aL«ifyi • 15.00 

Sweet  potal*'  ((opbmmbur). , 14,00 

(ireen  garden  peas 12.00 

Celery 11,80 

SugJir  beets U ,  72 

( J  reen  eabbiige  «,..,..,..*.....  11. 63 

Pep[>erwort. ..., 11.61 

Pale  red  cmions  (the  tuber) 10.82 

T^ulBei^  (fresh), 10.73 

Red  beeU 9.56 


Pert 


53.  Parsley.. 

54.  Dill 

55.  Green  horse  beans. , . . . 

56.  Pumpkin.. . . . 

57.  Turnip  leaves 

58.  Watermelon. 

50.  French  beans  ^ 

60,  Leek  (bulb  and  root).. . 

61,  lied  cabbage. , 

62,  Brussels  sprouU 

(W,  Cabbage (Savoy) 

64.  Kfihlrabi 

65.  Whi le  eabbage 

66.  Cau  li  flower ......,.,., 

Leek  (leaves)..,, ..,,. 

Spinach  ,.., 

''Sugar  loaf*' 

Tomato ,...,...,,.... 

rl.  Railish  (smallj. ,.,,... 

72.  Roman  salatl  (lettuce). 

73.  Sorrel ..,,.,. 

Mushrooms  (fresh) 

Prickly  lettuce 

Aspamgus , 

Endive. 

78.  Cucumbers 

79.  Headed  lettuce 


6' 
68. 
60, 
70. 


r4 

75. 
76. 

77, 


I 


PERCENTAGE  UF  CARBOHYDRATES  IN  DIFFERENT   FRUITS,  ETC. 
{Sum  of  sugar  ami  nmi-niirogenoug  [tfugur-produeing]  txfracta  [pet tin].) 

Su^ar .       N ,  ■  free  extracts. 


2. 

3. 

4. 
5. 
6. 

7. 

8. 
0. 

10. 

11. 

12. 
13. 


iDeJitrin. 
Sagar. . , 


3.4    I 
58.00f 


Date* 

Loeust-bean . 

Dried  nrunes                                                    i  Cane-sugar  0.22  > 

Unea  prunes ^^  Qj^^^^^j^^  44  J9  f 

Raidns • . , .  54 .56 

Dricil  apples .,  42.83 

Dried  figs 40.79 

DHwlnftans                                                j  Grape-sugar  24.14/ 

Unedpears ^  Cane-augar  4.09  j 

IMed  cherries.. , ..,,  31,22 

Bananas * . , , ..... 

Cheiit nuts  (genuiDe), 

Sunflower  seed ..,..• 

Poppy  seed 

Wine'grapcs. 14 .36 


13.00 

67.67 

17,60 

7,48 
11.40 


19.34 

14.19 
23.05 
38,34 
20.03 

18.74 
1.96 


Total. 

74.40 

67,67 

62.10 

62.04 
54.23 
49.79 

48.47 

45.51 
23.05 
88.34 
20.03 

18.74 
16,32 


1  Ripe  black  salsify  and  sweet  potato  (topinamburj  contain  le\ni1ose  ulmoist  eatelu- 
sively.  The  unripe  roots  contain  much  dextrose*,  the  proportion  between  levixlose  and 
dextrose  in  lioth  h  inconstant  and  variiiblc,  as  the  roots  are  not  always  (juite  ripe.  In 
French  beans  i  50 ) ,  the  substanct?  ^*ven  aa  being  a  carbohydrate  is  t no*if e,  whieh  is  not 
genuine  carbohydrate,  and  is  entirely  harmless* 
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14. 
15. 
Itf. 
17. 
18. 
19. 
20. 
21. 
22. 
23. 
24. 
25. 
26. 
27. 


80. 
81. 


84. 
35. 
36. 
87. 


PERCENTAGE   OF  CARB0HYDBATE8  IK   DIFFERENT  FRUITS   (continued) 

Sugar.       N.-free  extracts.       Total. 

Green  gages 8.16  11.46  14.62 

Mirabelle  plums. 8 . 97  10.07  14 .  14 

Apples 7.22  5.81  13.03 

Cherries 10.24  1.76  12.00 

Mulberries. 9.19  2.03  11.22 

Pears 8.26  3.54  11.80 

Peaches 4.48  7.17  11.65 

Prunes. 6.15  4.02  11.07 

Apricots 4.69  6.35  11.04 

Hazelnuts 9.03  9 .03 

Gooseberries 7.03  1.40  8.43 

Plums 3.56  4.68  8.24 

Cocoauut 8.06  8.06 

Walnuts 7.89  7.89- 

Currants 6.38  0.90  7.28 

Almonds 7.23  7.23 

Strawberries 6.28  0.48  6.76 

Whortleberries 5.02  0.87  5.89 

Candlenuts  (bankulnut).  5.88  5.88 

Blackberries 4.14  1.44  5.88 

Oranges 4.59  0.95  5.54 

Raspberries 8.86  1.44  5.30 

PeanuU 1.85  1.85 

Cranberries 1.53               1.53 


DIFFERENT  KINDS  OF  BEER 

(According  to  their  alcohol  and  carbohydrate  contents,) 

Carbo-  Alcohol, 
hydrat4».        vol.  per  cent. 

1.  Braunschweiger  Mumme 52.29  2.96 

2.  Wheat  beer  from  Celle 10.45  0.70 

3.  Porter 7 .  55  5 .  35 

4.  Bock  beer  (Mftrzen,  Saloon,  double  beer,  etc.) 7.20  4. 74 

5.  Ricebeer 6.83  4.02 

6.  Exiwrt  beer 6.48  4.31 

7.  Ale 6.03  4.89 

8.  Lager  or  summer  beer 5.78  3.95 

9.  Swedish  beer 5.68  3.89 

10.  English  beer 5.65  5.55 

11.  Ligiiter  bi>er  varieties  (usual  yeast  and  winter  beers). . .  ^ 5.49  3.46 

12.  Berlin  weiss  beer  (1878) 4.28  3.33 

18.  Belgian  beer 8.84  6.08 


Carbohydrates 
(sugar  +  "extract"). 

o'.s* 


PERCENTAGK    OF    CARBOHYDRATF^    (SUGAR  +  "EXTRACT")    IN    WINES 

AND  SPIRITS  ^,,,1,,,, 

vol.  per  cent. 

1.  Russian  Dorvy-vodka 62.00 

2.  Arrack 60.05 

3.  American   whiskey 60.00 

4.  French  cognac 55.00 

6.  Rum 51.40 

6.  English  whiskey 49.40 

7.  Ordinary  brandy  (s.  schnaps) 45.00 

8.  Sherrv.*... 20.89  3.53 

9.  Port 20.00  6.99 

10.  Madeira 19.20  5.28 

11.  Swedish  punch 18.90  33.20 

12.  Muscatel 16. a5  18.60 

IS    Grepk  wino  ^f^  ±f\S^^^^""  41.00 

13.  ijreeK  wine ^'^•*"  /  Min  . . . .     2.65 

14.  Tokay 14.89  72.4 

n.  Ruster  Ausbruch 14.72  8.8 


PEBCEXTAQl  OF  CARBOHTDRATES   IN    WIKES   AKD  SPIRITS 

Alcoho 
vol.  i)t?r  cent. 

Miilagji , 14.22 

,  lluimn  wine 13,86 

,  Tymlese  wine ,,,...,, ,.-.,. 13.57 

,  Eli ^hL•I^irtIl  white  wine , ...,•.,.  r2,CH> 

Moselk*  find  Snar  wine, 12.06 

.  PHlatiimle  wino, . . . , 11.55 

.  Kliirie  wine ..,..,, ,  11,45 

BntiemiHiJ  vad  wine ll.KI 

.  Hhine-EIessian  white  wine II. 07 

.  lJadi>[i  whit? , ,  1 1 .07 

,  French  rhinnpagne, 10,35 

.  Frtnrh  win.- 10,^^4 

.  French  white  wine ..••....  10,30 

,   Al^Atiitn  wino   .., , , , 10.14 

,  Ktu'in^'aii  wine  (red  wine) ....,.,  11 ,08 

,  Alsatian  fine  wine., ,.......,,........., 0.938 

Aar  wine, , , , 11.00 

.  Hiui^arian  wine, 9.78 

.  Ili'Si^iau  wint*., D,07 

Vornrlberg  wine , , , , . .  9 , 66 

,  Swi«is  wine,   . . .  ♦ 9.56 

Ited  Rhine  wine , 9,55 

AnstHan  red  wine , , 0.49 

Rhine  wine  mnu$seux.... 9,44 

French  rtnl  wine , 9.40 

.  WQrtieinherg  wine , , 7,85 

.  Fruit   wine 4.28-5.65 
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SHORT  POPULAR  DIETETIC  RULES  FOR  DIABETICS 

No  food  is  to  be  given  to  a  diabetic  in  unrestricted  amount !  The  follow- 
ing rules  are  not,  therefore,  to  be  understood  as  permitting  any  food  in  indis- 
criminate quantity.  The  physician  must  decide  in  the  beginning  how  much 
of  each  food  may  be  eaten,  and  the  patient  must  comply  with  his  orders. 
These  tables  are,  therefore,  subject  to  variation. 

1.  Meats:  bouillon  or  meat  broth;  meat  of  any  kind,  stewed,  grilled, 
smoked  or  preserved.  The  addition  of  flour  or  bread  in  the  preparation  of 
meat  is  to  be  avoided;  hence,  Wiener  schnitzel,  stuffing  of  meat,  stuffing  of 
chicken,  etc.,  are  forbidden. 

The  kind  of  meat  is  of  little  importance  except  for  the  amount  of  fat  it 
contains;  the  patient  may  take  beef,  pork,  mutton,  veal,  goat,  game,  venison, 
birds,  etc.  The  part  of  the  body  used  for  food  is  also  of  little  account ;  muscle, 
kidney,  pancreas,  brain,  giblets,  are  all  allowed.  On  account  of  the  glycogen 
it  contains,  liver  forms  an  exception  and  is  forbidden. 

Flour  and  bread  should  not  be  used  in  the  preparation  of  sauces. 

2.  Fish  of  any  kind  are  allowed.  Still,  as  they  do  not  contain  the  same 
percentage  of  fat,  they  are  of  diflferent  values.  The  fattest  are  the  eel,  river 
lamprey  and  herring;  most  others  are  lean.  Lobster  and  crab  have  the  same 
value  as  lean  fish.  The  same  rules  apply  to  their  preparation  as  to  that  of 
meat.  Shell-fish,  oysters  and  snails  are  not  advisable  on  account  of  their 
high  percentage  of  glycogen. 

3.  Eggs  and  fat-foods.  Eggs  of  any  kind  and  preparation  (without  flour) 
are  allowed;  also  good  sausage  (except  liver  sausage),  ham,  bacon,  caviar, 
Strassburg  goose-liver,  sardines,  fat,  cheese,  butter,  oil,  etc. 

4.  Milk  preparations.  Small  quantities  of  not  too  sweet  cream  are  allowed, 
also  sour  milk  from  which  the  milk-sugar  has  at  least  partially  disappeared 
through  fermentation.  Regarding  milk,  special  orders  from  the  physician 
must  be  obtained. 

5.  Vegetables  and  starchy  foods.  Of  vegetables  we  allow  spinach,  cauli- 
flower, French  beans,  asparagus,  lettuce,  cucumbers,  small  quantities  of  celery 
and  of  crisp  cabbage,  mushrooms  and  other  edible  fungi  (except  truffles) 
and  sauerkraut,  as  much  fermented  and  as  old  as  possible. 

Prohibited  are  flour,  rice,  cereals,  sago,  tapioca,  potatoes,  peas,  lentils, 
dried  beans,  green  peas,  yellow,  white  and  red  beets,  horseradish,  arrow-root, 
and  corn-starch. 

The  orders  of  the  physician  must  be  strictly  followed  as  to  the  amount  of 
bread  to  l)e  taken  in  twenty-four  hours. 

Gluten  bread,  Graham  bread,  alcuronat  bread,  which  are  recommended  as 
substitutes  for  ordinary  wheat  and  rye  bread,  are,  on  account  of  the  larger  or 
smaller  amount  of  flour  they  contain,  to  be  used  only  after  consulting  the 
physician. 

6.  Fnnts,  etc.  Advisable  are  mandarins,  oranges,  currants,  raspberries, 
goo8el)erries  and  strawberries,  but  especially  cranberries;  also  nuts  and 
almonds. 

7.  Beverages:  Allowed  are  water,  mineral   water,  coffee,   tea,  red  wine 
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which  is  not  too  sweet,  or  white  wine,  cognac,  cherry  brandy,  and  pure  rye 
whiskey. 

Prohibited  are  cocoa,  chocolate,  sweet  wine,  champagne,  and  also  beer 
and  liqueurs. 

8.  Spices,  Pepper,  also  red  pepper,. and  small  quantities  of  English  mus- 
tard are  harmless. 

Saccharin  or  crystallose  is  allowed  in  small  quantities  (0.1  gram  per 
diem)  to  sweeten  the  food. 

Sugar,  also  levulosc,  is  forbidden  in  any  form,  as  well  as  honey. 

Every  dial)etic  should  be  advised  to  eat  as  much  fat  and  butter  as  he  can 
without  disturbing  the  appetite;  hence,  fat  gravies,  fat  meat,  vegetables,  and 
salads  prepared  with  considerable  oil  are  recommended. 


DIABETES  INSIPIDUS 

By  D.  GERHARDT,  Strassblro 

Diabetes  insipidus  belongs  to  those  diseases  whicli  are  of  great  interest 
to  physicians,  less  because  of  the  frequency  of  their  occurrence  than  on  account 
of  the  peculiarities  of  the  pathological  disturbances,  and  their  definite  analogy 
to  physiological  experiment. 

Strictly  speaking  the  disease  has  but  one  symptom:  decided  increase  in 
the  excretion  of  vrine.  Everything  else  that  is  menticmed  among  the  symp- 
toms is  either  a  consequence  of  this  disturbance  or  is  only  an  inconstant  accom- 
panying symptom. 

Increase  of  the  excretion  of  vrine  occurs  in  quite  a  number  of  pathological 
conditions  as  a  more  or  less  regular  symptom;  thus,  particularly  in  contracted 
kidney,  in  the  convalescence  of  febrile  diseases,  and  during  the  absorption  of 
fluids  from  the  cellular  tissues  or  serous  cavities.  But  we  speak  of  diabetes 
insipidus  only  when  none  of  these  conditions  is  present. 

This  rare  disease  occurs  at  all  ages,  most  frequently  between  the  tenih 
and  fortieth  years  of  life.  The  male  sex  is  about  twice  as  frequently  affected 
as  the  female. 

There  are  great  variations  in  the  severity  of  the  clinical  picture  in  differ- 
ent cases.  In  many  persons  the  disease  lasts  for  decades,  and  even  for  a  life- 
time; and  beyond  the  inconvenience  of  frequent  urination  and  the  corre- 
sponding thirst,  there  are  no  disturbances  of  the  general  health.  In  others 
nutrition  suffers  greatly,  and  there  is  a  lessening  in  the  capacity  for  work 
yet  without  any  influence  on  the  duration  of  life.  In  still  other  cases  it  is  a 
severe  disease  which  soon  terminates  in  death. 

This  great  difference  in  the  severity  of  the  symptoms  makes  it  likely  that 
there  is  no  single  disease  corresponding  to  the  name  "dial>etes  insipidus,^' 
but  that  a  numlx?r  of  different  diseases  in  which  the  most  conspicuous  symp- 
tom is  the  profuse  production  of  urine,  are  grouped  under  this  name. 

We  know  that  an  increase  of  urinary  excretion  may  be  artificially  pro- 
duced by  increasing  the  intake  of  fluid,  by  raising  blood-pressure,  by  irritation 
of  certain  areas  of  the  central  nervous  system,  l\v  direct  irritation  of  the  kid- 
neys with  certain  pharmacological  remedies,  and  finally,  by  the  introduction 
of  so-called  diuretics,  which  in  their  excretion  through  the  kidneys  csLVTy  with 
them  profuse  quantities  of  water. 

It  is  probable  that  in  the  ^^enosis  of  the  clinical  pictures  which  have  been 
included  under  the  name  of  diabetes  insipidus,  several  of  these  factors  and 
110 
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perhaps  all  of  thern  havo  played  a  part,  and  it  ir^  possible  that  upon  the  basis 
of  such  difference  in  the  manner  of  iirixhulion  a  ^separation  of  the  varying 
clinieal  pictnres  into  individual  groups  may  lie  nuide.  In  sneli  an  jit tempt, 
however,  we  ran  hope  for  notliing  more  than  partial  suceoss. 

One  group  of  case^  in  which  clinieal  observation  or  an  anatomical  iinrling 
ghow;^  organic  ilhease  of  the  brain  ean  he  i^hnrply  defined.  Since  Chiude  Ber- 
nard's eelehratefl  experiments  have  shown  that  by  injuring  an  area  in  the 
floor  of  the  fourth  ventriclt?  (close  to  the  glyeogenie  center)  simple  polyuria 
may  he  produced,  many  cases  of  this  iyjie  of  diabetes  insipidus  have  been  col- 
leetcil,  and  it  has  been  determined  that  in  the  majority  of  thej^e  cases  there 
has  b^x^n  a  definite  change  in  the  posterior  cerebral  areas,  particularly  in  the 
region  of  the  sinus  rhomftoidalis. 

These  cases  are  in  harmony  with  the  teachings  of  physiology;  tliey  form 
a  well-defined,  genetically  connected  group,  and  though  we  may  be  in  doubt 
whetlier  certain  cases  belong  in  this  category  or  nnt,  this  doubt  is  due  to  the 
fact  that  in  these  instances  the  alterations  attributed  to  the  brain  are  indefinite. 

Only  a  small  proportion  of  all  cases  belongs  to  this  group.  Among  the 
remainder,  a  group  may  be  separated  in  which  the  increased  excretion  of 
urine  is  simply  the  result  of  an  increased  ingestion  of  fluid.  In  a  number 
of  eases  it  has  been  found  that  by  limiting  the  ingestion  of  water,  gradually 
or  suddenly,  we  produce  a  short  jH'riod  of  <liscomfort  followed  by  cure  of  the 
disease.  Here  the  obvious  explanation  is  tljat  the  came  uf  the  frotihJe  h  sim- 
ply an  increased  ingestinn  of  tluid  whether  due  to  an  unexplained  thirst  or 
to  habit :  in  short  that  y)olydipsia  is  the  troulile. 

Regarding  n»any  other  cases  it  must  remain  f|uestionahle  whether  they 
should  be  included  in  this  group,  partly  V>ecause  some  symptoms  are  opposed 
to  this  idea,  partly  because  the  decisive  test  of  limiting  the  ingestion  of  fluid 
cannot  be  carried  out. 

Still  other  eases  are  proved  hy  special  cluiracteristics  in  the  clinieal  pic- 
ture to  depend  upon  an  increaM^d  excretion  of  wafer  6//  the  Hdnetjs,  inde- 
pendent of  the  ingestion  of  fluid.  The  facts  which  justify  this  explanation 
are:  First,  a  diminislied  excretion  of  water  by  the  skin  and  lungs  in  spite  of 
the  great  natural  atllnx  of  water  to  these  parts  and,  as  a  more  easily  recognized 
expression  of  this  condition,  an  excessive  amount  of  urine  as  compared  with 
the  amount  of  fluid  ingested;  naturally  the  implied  diminution  of  the  amount 
of  water  normally  ingestc^l  is  at  the  expense  of  the  water  consumed  with  solid 
food.  Secondly,  we  note  the  iuflcpendence  of  the  excretion  of  uriui^  upon  the 
iugestion  of  water,  so  that,  for  example,  after  a  sudden  stoppage  of  the  intake 
of  fluid,  the  production  of  urine  continues  unchanged,  at  any  rate  during  the 
next  few  hours. 

These  conditions,  pohfdipM<i  nml  true  polynrin,  are  in  practice  very  diffi- 
cult to  separate,  and,  in  spite  of  much  talK>r  which  some  authors  have  l>€stowed 
upon  this  point  during  the  last  decades  of  the  preceding  centur\%  the  sepa- 
ration of  these  forms  has  not  gained  general  acceptance.  So  it  is  with  the 
attempt  made  hy  Schapiro  and  others  to  distinguish  a  form  of  diabetes 
insipidus  due  to  disease  of  the  abdominal  stjmpnlhcfir  and  (o  characterize  it 
clinically ;  it  is  not  convincing. 
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To  gain  a  comprehensive  grasp  of  the  manifold  clinical  "phenomena  of  the 
disease,  it  is  still  most  convenient  to  group  the  cases  according  to  their  appar- 
ent etiology.    Thus  the  following  forms  may  be  described : 

1.  Diabetes  insipidus  in  cerebral  diseases, 

2.  Diabetes  insipidus  in  functional  neuroses, 

3.  Diabetes  insipidus,  idiopathic  form. 

Further  description  will  show  that  under  each  of  these  divisions  several 
very  different  clinical  pictures  are  grouped  together. 

SYMPTOMS    AND    CLINICAL    COURSE 

The  essential  symptom  is  the  large  quantity  of  urine.  The  daily  excre- 
tion is  increased  to  5,  10,  even  20  liters,  and  in  the  severest  cases  it  amounts 
to  even  more  than  this;  cases  have  been  reported  in  which  the  weight  of  the 
daily  quantity  of  urine  was  as  great  as  the  body-weight.  These  cases  occurred 
in  children  weighing  20^  and  27^  pounds;  a  patient  of  Trousseau  voided  43 
liters  daily. 

Of  course  the  urine  is  greatly  diluted,  almost  colorless,  and  feebly  acid; 
its  specific  gravity  is  low,  usually  under  1.010,  and  it  may  even  fall  nearly 
to  that  of  water. 

As  a  rule  the  normal  solids  of  the  urine  show  no  deviation  from  their  ordi- 
nary amounts.  It  is  true  that  the  daily  amounts  of  urea  and  sodium  chJorid 
have  been  found  abnormally  large  or  abnormally  small  in  a  number  of  cases, 
but  it  is  extremely  probable  that  this  was  in  consequence  of  a  profuse  or  scanty 
ingestion  of  albumin  and  sodium  chlorid  in  the  food;  dialKjtes  insipidus  in 
itself  does  not  influence  these  values.  Uric  acid  and  kreaiinin  arc  found  in 
the  usual  amounts;  special  importance  has  been  attached  to  the  occurrence 
of  inosite  in  urine  free  from  sugar;  but  according  to  the  investigations  of 
Strauss  and  Kiilz  it  is  only  the  result  of  profuse  excretion  of  urine  such  as 
may  occur  in  the  healthy  after  abundant  ingestion  of  water. 

The  manner  in  which  the  urine  is  discharged  varies  in  individual  patients ; 
in  most,  the  number,  in  others,  only  the  quantity,  of  the  individual  evacua- 
tions is  increased.  Many  patients  excrete  more  urine  during  the  night  than 
during  the  day,  as  in  cases  of  contractxjd  kidney;  others  do  not  show  this 
peculiarity.  The  "morning  flood  of  urine*'  (Quincke),  that  is,  the  produc- 
tion of  a  large  amount  of  urine  as  soon  as  the  patient  wakens  in  the  morning 
even  when  he  stays  in  bed  and  takes  no  fluid,  is  quite  similar  to  what  occurs 
in  the  case  of  healthy  persons.  Further,  as  regards  tl:e  influence  of  increased 
body  warmth,  the  excretion  of  urine  in  diabetes  insipidus  appears  to  conform 
to  the  condition  of  health,  i.  e.,  in  fever  whether  produced  naturally  or  arti- 
ficially (by  injections  of  albumoses)  it  is  decreased. 

In  the  main  the  kidney  functions  more  independently  of  the  ingestion  of 
water  than  in  the  healthy  individual ;  after  the  ingestion  of  a  large  amount 
of  fluid  the  amount  of  urine  does  not  increase  so  rapidly  as  in  health  (though 
even  to  this  peculiarity  there  are  many  exceptions).  After  a  decreased  inges- 
tion of  water  it  is  true  the  urine  decreases,  but  not  so  rapidly  nor  so  markedly 
as  in  health. 
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The  kidneys  a pjia really  endeavor  tn  «?xeri^te  ninre  water;  tliey  withdraw, 
fluid  from  Ihc  Ijody  afjproximately  at  a  uniform  rate;  if  water  is  not  snpplied' 
in  plentifnl  amounts,  insjnssation  of  the  hlotxl  oecnrs  more  readily  thaD  in 
healthy  intlividiials.     Thus,  in  a  ease  studied  hy  Strubell,  in  a  patient  whoj 
thirst  waii  nnreUevetl  by  water  for  several  hours,  the  speeific  gravity  of  the  I 
blood  rf»se  from  1,0. j.i  to  LOTl, 

Similarly  to  the  condition  in  contracted  kidney  (though  here  the  seeretian 
of  urine  is  increnscd  from  other  causes)  we  find  in  cases  of  diabetes  insipidus 
a  diminution  of  the  excretion  of  wafer  through  the  skin  and  kings.  We  are 
not  prone  to  attribute  this  condition  to  disturbance  of  the  funetions  of  the 
skin  and  lungs  Ijut  are  rather  disposed  to  assume  that  most  of  the  water  has 
been  discharged  through  the  kidneys,  and  hence  there  is  not  enough  left  for 
the  skin  and  the  lungs.  Only  after  the  disease  has  lasttxt  a  long  time  does  the 
diminution  in  the  activity  of  the  skin  attain  a  certain  independence  in  the 
eliniea!  picture,  as  it  does  in  nephritis, 

Imemibh  perspiraHon^  as  well  as  sweat  formation,  is  diminished,  and  the 
fart  that  no  sweating  occurs  in  great  summer  heat  has  been  noted  in  a  number 
of  clinical  htstorics.  Stoermer  states  that  one  of  his  patients  showed  a  rise  in 
temperature  to  10^3. 1)''  F,  on  very  hot  days:  on  account  of  liis  inability  to  sweat, 
the  patient  apparently  was  unable  to  cocA  his  body  in  opposition  to  the  high 
external  heat. 

Naturally  the  increased  excretion  of  water  also  n^piires  an  increased  intake 
of  water,  and  accordingly  the  normal  desire  for  water  is  derided ly  increased 
in  all  cases  of  diabetes  insipidus.  Decided  ihirsf  may  he  the  first  and  most 
troublesome  symptom  of  the  disease,  hut  the  physician  (in  typical  cases)  sees 
in  il  only  a  rer^tnft  of  the  duthrtr,^.  IIow  far  a  primartf  and  paihohfjiral  thirst 
with  secondary  increase  in  the  amount  of  urine  must  be  assume*!  in  certain 
cases  will  l>e  considered  further  on. 

That  the  conrlition  of  nuiriiitm  in  many  cases  is  not  influenci?<l,  and  in 
other  su tiers  more  or  less  severi^ly,  has  fiecn  already  mentioned.  This  varia- 
tion in  the  condition  of  the  general  health  bears  no  dirt^'t  relation  to  the 
amount  of  the  urinary  secretion. 

As  thirst  is  uniformly  jiresent  so  also  the  appetite  is  often  enormous. 
Ehrhardt  relates  the  case  of  a  patient  who  consumed  12  beefsteaks  for  hreak- 
fast  and  14  p<vrtious  of  meat  at  his  midday  meah  It  is  self-evident  that  in 
these  individuals  the  composition  of  the  urine  will  deviate  froiu  the  ordinary 
in  that  the  amount  (»f  the  dissolved  constituents  will  l>e  decidetlly  greater 
than  the  normal.  French  authors  describe  diabHe  azoturique  as  an  inde- 
pendent atTection  ditTering  frorri  the  ordinary  dial>etes  hy  an  increase  of 
N-excretion.  It  is  \L*ry  probable  that  a  large  number  of  eases  included  in  this 
group  represent  really  such  cases  of  diabetes  insipidus  as  were  hless^xl  with  an 
appetite  of  the  variety  just  mentioned.  At  any  rate,  in  recent  times,  when 
pathology  has  not  only  considered  excreflon  but  also  metabolism  as  a  whole, 
no  eases  of  diahctes  insipidus  have  hwn  reporteil  in  which  albumin  decompo- 
sition was  deeidetlly  greater  than  the  albumin  intake, 

Frecpiently  with  an  improvement  in  the  general  condition,  the  abnor- 
mally great  appetite  also  disappears. 
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In  contrast  to  these  cases,  thore  are  others  in  wliieli  the  amount  of  nour- 
ishment i'onsumed  i.s  very  !::li*:lit,  and  in  whieh  nevertheless  the  liody- weight 
h  maintained.  Quite  a  ntnnber  of  observations  have  tveen  rwordcKl  whieh 
show  that  adults  can  maintain  their  X-equiiihriura  upon  a  diet  eontainin'^ 
remarkably  small  quantities  of  alhumin  (35  grams  in  a  j3erson  weighing  55 
kilograms). 

In  most  cases,  however/  the  quantity  of  nutriment  is  about  the  normal 
amount. 

Quite  frequently  in  patients  suffering  from  diabetes  insipidus,  the  tem- 
perature is  found  to  be  eonspicuously  h)U\  Whether  this  is  simply  to  be  re- 
garded as  the  result  of  a  profuse  ingestion  of  cool  drink  cannot  be  decided. 
In  view  of  the  diminished  metalHilism  which  may  he  observed  in  s6me  of  the 
patients,  we  must  consider  the  possibility  that  the  diminution  in  the  hody 
warmth  is  to  be  referrcsl  to  a  lessened  oxidation,  such  as  occurs  in  old 
people. 

In  contrast  with  this,  an  enormously  increased  body-weight  has  been  re- 
ported in  isolated  cases. 

Disturbances  on  the  part  of  the  organs  of  eirculaiion,  such  as  cardiac 
hvfK'rtrojdiy,  apparently  do  not  oectir;  on  the  other  hand,  the  tliijcstive  appa- 
ratus h  sometimes  damaged  by  the  profuse  ingestion  of  fluids.  Gastric 
catarrh,  especially,  develops  not  infrequently;  true  gastrectasia  is  only  noted 
exceptionally. 

The  p:itfchic  functions  do  not  appear  to  suffer  serious  disturbance,  although 
hypocliondriacal  and  melaneholie  attacks  are  frequently  met  witli.  In  the 
eases  which  run  tlieir  course  with  decidetl  implication  of  the  sfiuiatic  condi- 
tion, these  psychic  disturWnces  are  the  rule.  Occasionally,  in  diabetes  in- 
sipidus occurring  in  youth,  a  general  retardation  of  mental  development  is 
observed. 

Of  other  nervous  disturbances,  only  sciatica  is  to  be  mentioned  as  a  com- 
paratively frequent  complication  of  diahetes  insipidus. 

In  the  main,  the  diabetic  does  not  appear  more  predisposed  to  general  or 
organic  disease  than  are  heallhy  individuals.  The  reports  that  he  is  particu- 
larly susceptible  to  all  sorts  of  infectious  diseases,  and  that  he  is  very  liable 
to  be  attacked  by  tuberculosis,  have  not  been  confirmed  by  the  study  of  more 
complete  statistics. 

Only  with  one  disease  is  there  a  close  connection  which  must  be  somewhat 
more  minutely  considered;  I  mean  diabetes  mellitus.  Tiiis  may  be  in  vari- 
ous ways. 

The  connection  is  clearest  in  the  cases  of  diabetes  due  to  disease  of  the 
brain.  A  number  of  cases  are  on  record  in  which,  after  trauuia  to  the  head, 
true  diabetes  meMitus  with  an  increased  urinary  tlow  first  appeared,  tlie  sugar, 
however,  disappearing  after  a  few  weeks,  and  then  for  a  long  period,  some- 
times for  years,  a  simple  polyuria  persisted.  We  know  from  Claude  Bernard's 
experiments  that  the  region,  injury  to  which  gives  rise  to  polyuria,  is  situated 
only  a  few  millimeters  above  the  glycogenic  area;  later  investigations  hy  Kck- 
hard  have  shown  that  in  rabbits  hy  lesions  in  the  region  of  the  sinus  rhom- 
boidalis,  sometimes  glycosuria,  sometimes  polyuria,  may  he  produced.     It  is 
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theroforo  quite  plain  that  this  e€Tebral  form  of  diabetes  insipidus  is  intiTnately 
related  in  <liabeles  mellitiis. 

But  even  in  Uie  non-cerebral  cases  nf  diabetes  insipklus  we  can  often  recog- 
nizee a  relationship  to  saccharin  diatn^tes,  especially  when  we  note  the  transi- 
tion from  the  one  disease  to  the  other,  and  the  occnrrence  of  hoth  diseases  in 
members  of  the  same  family.  Typical  examples  of  sneb  nectirrence  have  be«^n 
collected,  particularly  by  Senator,  and  to  these  he  has  added  cases  ohserved  hy 
himself.  It  is  quite  probable  that  in  these  instances  the  neuropathic  consiUu' 
(ion  represents  the  connecting  link. 

The  results  of  animal  experiments  also  suggest  the  possibility  of  a  rela- 
tion 1>etween  diabetes  insipidus  and  diabetes  mellitus.  During  increased  (ex- 
periment) diuresis,  no  matter  whether  it  is  due  to  drugs  or  to  a  simple  injec- 
tion of  water,  sugar  is  often  found  in  the  urine.  Probably  the  sugar  is  simply 
swept  along  with  the  current.  In  man  no  well-attested  examples  of  this  purely 
set^ondary  appearance  of  sugar  in  pernmnent  |iolyiiria  have  been  observed,  and 
the  attempts  to  produce  alimentary  glycosuria  in  diabetes  insipidus  hy  an 
increased  ingestion  of  sugar  do  not  favor  the  view  that  sneh  a  washing  out  of 
sugar  occurs  readily  in  this  disease. 

As  we  go  on  from  this  sketch  of  the  disease  to  the  special  Yarieties  of  the 
malady  and  their  course,  simple  polyuria  in  cerebral  diseases  must  be  first 
considered. 

This  combination  is  not  frequent;  al>out  80  cases  may  be  collected  from 
literature.  They  are  connectcil  most  often  with  injuries  to  the  head;  stM-ondly 
with  brain  tumors,  then  with  softeniug,  while  the  rest  are  divided  among 
various  other  cerebral  atfeetions,  hemorrhage,  encephalitis,  meningitis,  etc. 

In  the  overwbelming  rnaji>rity  of  eases,  the  lesion  is  found  to  be  in  the 
posterior  parts  of  the  brain,  mostly  in  the  region  of  the  pons  or  the  fourth 
ventricle,  i.e.,  especially  in,  or  at  least  in  the  vicinit}'  of,  the  area  in  which 
CI  a  tide  Bernard  and  Eckbard  were  able,  liy  experimental  lesions,  to  produce 
in  animals  transitory,  and  Kahler  permanent,  polyuria.  Kahler  collect* d 
from  literature  2o  cases  after  Irauma  to  the  head,  and  21  following  other  cere- 
bral diseases,  antl  added  one  of  each  variety  from  his  own  observations;  among 
the  22  cases  of  the  second  group,  4  occurred]  in  disease  of  the  pons,  2  from 
compression  of  the  pons,  2  from  cf^rri|»ression  of  the  sinus  rhoml)oidalis  hy 
tumor,  3  in  ditfuse  d»sc»as<^  of  the  medidla  oblongata;  1  was  probably  due  to 
a  lesion  of  the  mwlulla  oblongata,  1  to  a  cerebellar  tumor,  2  to  syphilis  of  the 
brain,  and  7  to  disease  of  the  corpora  quadrigemina. 

IjCss  frequently,  in  eases  of  traumn  to  thr  heaff^  the  region  of  the  sinus 
rhomhoidalis  is  found  to  be  the  seat  of  the  lesion ;  the  description  in  the  few 
necropsies  is  not  clear*  On  the  other  hand,  in  all  of  these  eight  cases  there 
occurred  other  cerebral  svTiiptoms  (particularly  paralysis  of  the  abdiicens) 
which  f>oinf  with  great  likelihood  to  a  lesion  in  the  pons. 

Hence,  although  diabetes  insipidus  is  found  especially  in  those  cerebral 
diseases  which  affect  the  medulla  oblongata,  the  pons,  or  the  middle  hrain, 
nevertheless,  upon  accurate  investigation  of  the  individual  observations,  we 
find  no  single  area  in  the  brain  which  has  been  uniformly  atTected,  and,  on 
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the  other  hand,  a  great  number  of  obsen^ations  show  that  every  one  of  tlie 
previously  mentioned  areas  may  be  affected  without  polmria  appearing. 

We  must,  therefore,  admit  that  although  we  can  find  eases  which  are  in 
accNTjrd  with  Claude  Bernard's  eelelnated  experiments,  and  althongh  the  vnsm 
of  dial)etes  mellitus  occurring  in  connection  with  cerebral  diseat^e  have  turned 
out  to  be  associated  with  a  lesion  of  the  very  area  in  the  floor  of  the  fourth 
ventricle  which  was  discovered  in  Bernard's  experiments,  nevertheless  we 
cannot  speak  of  diabetes  insipidus  in  the  same  sense  that  we  do  of  aphasia 
as  a  focal  tttjmpiom,  meaning  that  it  occurs  invariably  in  lesions  of  this 
area. 

In  the  majority  of  cases,  diabetes  insipidus  first  appears  at  a  relatively 
advanced  stage  of  the  cerebral  disease,  i.  e.,  after  other  cerebral  symptoms  have 
developed.  In  some  cases,  on  the  other  liand,  polyuria  has  been  the  only 
symptom  for  months.  This  has  been  obser\eil  several  times  in  tubercular 
meningitis,  in  tumors  of  the  brain,  and  in  cerebral  softening. 

A  similar  pol>^iria  has  been  noted  after  trauma  to  the  head,  usually  asso- 
ciated with  other  cerebral  symptoms.  Almost  always  the  injuries  are  severe 
and  are  followed  by  complete  loss  of  consciousness  for  several  days.  The  in- 
crease of  urine  usually  ajjpeared  for  the  first  time  after  consciou.'^ness  had 
returned;  comparatively  often  the  signs  that  the  seat  of  the  cranial  lesion  was 
in  the  posterior  brain  were  paralyses  of  the  muscles  of  the  eye.  Such  a  polyuria 
arising  after  injuries  to  the  head  sometimes  disappears  with  the  other  cere- 
bral symptoms,  while  in  other  cases  it  persists  as  the  only  morbid  phenomenon 
for  a  varying  period  of  time,  even  for  many  years. 

The  form  of  diabetes  insipidus  which  occurs  in  connection  with  cerebral 
affections  usually  leads  only  to  a  moderate  increase  in  the  amount  of  the  urine. 
In  the  traumatic  cases  the  daily  e-xeretion  of  urine  amounts  to  from  5  to  20 
liters;  in  the  form  occurring  in  non-traumatic  cranial  disease,  from  5  to  10 
liters  are  excreted.  There  are  no  peculiarities  in  the  behavior  of  the  polyuria 
which  distinguish  these  cerebral  eases  from  other  types  of  polyuria.  Variations 
in  the  intensity  of  the  urinary  disturbauees  occur,  but  are  for  the  most  part 
slight;  it  is  but  little  inlluenecd  by  drugs  or  other  therapeutic  measures.  The 
general  health  appears  but  slightly  affected  by  the  pol3^uria  itself,  apart  from 
the  influence  of  the  cerebral  disease. 

There  is  only  one  peculiarity  of  the  cerebral  form,  and  this  is  its  relation 
to  dialictes  niellitus,  which,  as  we  have  already  mentioned,  is  apparently  more 
distinctive  than  in  other  forms  of  the  affection. 

Among  the  functional  nenrosts  in  which  diabetes  insipidus  is  frequently 
obsen^ed,  two  are  of  importance:  epilepsy  and  hysteria. 

In  fpUepst/,  polyuria  usually  develops  gradually,  after  the  nnderlying  dis- 
ease has  existcYl  for  years;  more  rarely  it  appears  suddenly  in  connection 
with  the  attack.  Usually  it  reaches  but  a  moderate  grade,  and  as  a  rule  it 
is  more  susceptible  to  treatment  than  the  cerebral  form. 

The  manner  in  which  epilepsy  develops  and  its  dilferent  stages  are  without 
any  disceniible  influence  on  the  polyuria.  That  diabetes  insipidus  occurs  in 
connection  with  a  particular  form  of  epilepsy  (e.  g.,  one  suspected  to  depend 
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on  an  organic  cerebral  affection)  has  not  been  determined  by  any  reliable 
evidence  up  to  date. 

The  easier  associated  with  epilepsy  are  not  very  frequent.  In  contrast  to 
thi^,  those  comlilned  with  hifsifiria  form  a  very  large  gronp.  It  is  true  that 
there  are  great  dilTercnees  of  opinion  in  regard  to  our  right  to  associate  many 
of  these  cases  with  hysteria.  The  earlier  writings  on  this  subject  were  based 
on  a  careful  collection  of  cases  from  literature,  and  a  few  cases  were  deserilK?d 
in  detail  as  a  proof  of  the  poiisibiliiff  of  a  combination  of  hysteria  and  diabetes 
insipidus;  lately,  with  a  number  of  authors,  there  is  rather  a  tendency  to  class 
the  bulk  of  such  cases  under  hysteria,  and  we  even  read  that  practically  all 
eases  not  duo  to  organic  cerebral  lesions  are  of  a  hysterical  nature.  The  latter 
view  seems  too  extreme;  but  it  is  really  ditRcuU  to  draw  the  line  correctly. 
We  know  that  "  normal ''  dialjctes  insipidna  leads  invariably  to  various  psy- 
chical anomalies,  slight  in  themselves  (nervous  irritation,  hypochondriacal 
conditions  and  melancholia).  Hence  it  may  be  difficult  subsequently  to  deter- 
mine how  far  symptoms  of  this  kind  should  Ik?  referred  to  diabetes  insipidus, 
and  how  far  they  should  he  ascribed  to  an  hysteria  which  has  existed  for 
some  time. 

Diabetes  insipidus  develnps  in  the  course  of  hysteria  either  gradually  or 
quite  suddenly  after  nervous  irritation,  fright,  or  worry,  or  sometimes  directly 
after  a  severe  hysterical  attack.  In  the  latter  cases  it  must  be  remem!)ered  that 
the  hysterical  attack  is  always  followed  by  the  j)rofusc  discharge  of  clear 
urine,  typical  urina  spasfira,  that,  therefore,  a  certain  tendency  to  polyuria 
accompanies  any  such  attack  and  is  included  in  the  conception  of  hysteria. 

Some  eases  of  diabetes  insipidus  occur  in  profoundly  hysterical  individuals 
w'hose  disease  has  existed  for  years,  and  who  exhibit  severe  spasms,  paralyses, 
and  similar  symptoms.  Examples  of  this  form  have  been  particularly  de- 
8cril)ed  by  French  authors;  curiously  it  is  more  often  seen  in  men  than  in 
women. 

More  frequently,  at  least  in  Germany,  polyuria  appears  in  persons  in  w^hose 
previous  history  slight  signs  of  hysteria  are  found,  or  in  those  in  whom  exami- 
nation reveals  hysterical  stigmata,  sucli  as  anesthesia,  hypc^ralgesia  of  the  skin, 
mucous  membranes^  or  ovaries,  limitation  of  the  fields  of  vision,  and  increased 
reflexes. 

That  we  are  not  dealing  in  such  cases  with  a  mere  coincidence  of  two  dis- 
eases entirely  independent  of  one  another,  and  tbat  the  diabetes  insipidus  may 
Ik?  a  real  s>inptom  of  the  hysteria,  has  bt^n  demonstrated  several  times  very 
clearly  by  the  influence  of  hypnosis.  By  this  means  polyuria  has  been  made  to 
disappear  suddenly,  and  later  to  reappear  as  before.  Mattliieu  mentions  a 
very  significant  case  which  was  cured  by  the  administration  of  powders  con- 
taining nothing  but  sodium  chlorid^  but  which  later  relapsed  when  the  patient 
discovered  the  deception. 

In  most  of  the  hysterical  eases,  we  are  dealing  apparently  with  pure  poly- 
dipsia, as  has  already  been  mentioned,  and  in  fact  the  majority  of  cases  of 
polydipsia  appear  to  belong  to  this  group,  viz. :  to  hysterical  diabetes.  But  the 
reverse  of  this  statement  is  not  correct;  cases  of  pure  primary  polyuria  may 
also  be  caused  by  hysteria. 
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Htjstcrimt  pohfurla  occurs  most  freciuently  in  adults  between  the  third  and 
fourth  decades  of  life.  It  is  rare  in  adolescents  and  children,  but^  neverthe- 
less^ Terrier  reports  two  undoubted  instances  in  children  aged  one  and  a  half 
and  two  and  a  half  years  respectively. 

In  thig  hysterical  polyuria,  as  in  the  other  forms,  the  patient  is  much  more 
inconvenienced  by  constant  thirst  and  the  frequent  desire  to  urinate  than  liy 
actual  pathologic  symptoms;  hut  there  are  exceptions  to  this  rule.  Some  per- 
sons in  whom  the  further  course  of  the  disease  justifies  the  diagnosis  "  hys- 
terical polyuria^"  emaciate  decidedly  as  long  as  the  diabetes  exists.  This  is, 
however,  iinusuaL  As  a  rule,  nutrition  and  the  general  well-being  are  not 
disturlted.  Variations  in  the  degree  of  polyuria  are  frc<]uent ;  often  the  course 
of  the  polyuria  is  parallel  witli  the  severity  of  the  other  hysterical  phenomena. 

Hysterical  polyuria  may  be  cured,  and  sometimes  with  surprising^  rapid- 
ity. Occasionally  this  occurs  spontaneously,  more  frequently  after  the  enifvloy- 
ment  of  various  drugs  (valerian,  antipyrin,  etc.).  by  sug*^estion,  under  true 
hypnosis,  or  by  means  of  powders  of  sodium  ehlorid  and  similar  placetms. 
Indeed,  it  is  often  this  rapid  cessation  of  Ihe  malady  after  such  slight  external 
causes  that  stamps  the  condition  with  certainty  as  hysteria. 

But  by  no  means  all  cases  of  hysterical  dial>etes  terminate  so  promptly. 
Many  cases  are  protracted  oyer  long  perimls  of  time.  In  quite  a  number  the 
history  states  only  that  at  the  time  of  the  patient's  discharge  the  diabetes  con- 
tinued unimproyed.  In  such  cases  the  disease  appears  to  last  for  decades. 
In  anotlier  series  it  disappears  gradually  in  the  course  of  a  few  weeks  under 
appropriate  antihysteric  treatment,  or  more  rarely  it  ceases  spontaneously. 

Diabetes  insipidus  in  hysterical  subjects  shows  very  varying  behavior.  In 
some,  the  symptoms  point  decidedly  to  a  primary  increase  of  renal  activity. 
This  is  especially  shown  by  the  dryness  of  the  skin  and  the  slight  tendency  to 
sweating.  In  otlier  patients,  on  the  contrary,  perspiration  is  profuse,  occa- 
sionally so  free  that  tliey  complain  of  it.  If  we  are  still  in  doubt,  in  such 
instances,  whether  the  decided  excretion  of  water  through  the  skin  can  Ijo 
explained  by  a  primary  renal  insulficieney  or  whether  the  increased  excretion 
of  water  is  a  pheutnuenon  ctxirdinate  with  the  increased  activity  of  the  kid- 
neys, the  study  of  a  further  group  of  case^  distinctly  proves  that  this  h3^sterical 
polyuria  is  really  the  consequence  of  an  increased  ingestion  of  water,  i.  e.,  a 
condition  of  primary  polydipsia.  A  number  of  such  eases  are  susceptible  of 
cure  by  a  more  or  Jess  compulsor}^  limitation  of  tlie  intake  of  water,  wit  bout  the 
patients  undergoing  any  great  hardship.  Sometimes  we  have  only  to  quiet 
the  thirst  with  simple  remedies,  such  as  stewed  prunes  or  suiall  quantities  of 
lemonade,  in  order  to  control  the  polyuria.  Such  cases  appear  to  represent 
scarcely  more  than  a  had  habit,  and  the  number  of  these  cases  may  in  reality 
be  much  greater  tlum  can  he  determined  from  the  clinical  histories  in  litera- 
ture because  proof  (i,  e.,  the  therapeutic  test)  cannot  be  obtained. 

As  the  third  main  group  the  idiopathic  form  of  dial>etea  insipidus  will 
next  be  considered^  i.  e.,  tluit  form  in  which  no  other  organic  or  functional  dis- 
turbance can  be  found  as  a  cause  for  the- polyuria*  According  to  its  mode  of 
origin  we  may  subdivide  this  group  into; 
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(a)  A  hereditar}'  group, 

(b)  A  group  occurring  in  conneetion  with  acute  diseases^ 

(c)  The  group  of  cases  whicli  apfK^ar  aftor  psychical  irritation, 

(d)  A  group  of  cases  in  wliich  the  causes  are  various  or  quite  un- 
known. 

The  hereditarif  form  has  been  ohserved  only  in  isolated  instances,  hut  a 
few  tirncs  in  an  extraordinarily  striking  way.  The  most  remarkable  series  of 
observations  we  owe  to  Weil  He  found  23  diabetics  among  01  memlwrs  of 
a  family  whicii  embraced  4  generations,  namely,  the  ancestor^  3  children,  7 
grandcliildren,  and  12  great-grandchildren ;  the  heredity  was  always  a  direct 
one,  never  skipping  a  generation;  men  and  women  were  affected  to  a  similar 
extent-  ITnduo  thirst  was  noted  in  some  of  these  individuals  even  as  nurs- 
lings; besides  the  hreast-milk,  it  was  necessary  to  administer  water;  in  others 
the  condition  first  arose  between  the  second  and  fourth  years  of  life.  Almost 
all  members  of  the  family  possessed  a  good  constitution  and  enjoyed  good 
health ;  many  readied  extreme  old  age. 

There  are  also  other  records  of  the  occurrence  of  diabetes  insipidus  in  three 
or  four  successive  generations,  the  individuals  remaining  mentally  and  phys- 
ically healthy,  apart  from  the  anomaly  in  (juestion. 

With  comparative  frequency,  i.e.,  in  about  10  per  cent,  of  all  cases,  dia- 
betes  insipidus  appears  after  acute  ififedlows  diseases  (scarlatina,  measles, 
diphtheria,  malaria,  rheumatic  fever,  etc.)  ;  most  of  these  cases  (like  those 
just  discussed)  appeared  to  cause  but  slight  disturbance  of  health.  They  are 
of  theoretic  interest  from  the  fact  that  convalescence  in  these  same  infectious 
diseases  is  quite  commonly  as.sociated  with  an  increase  in  the  excretion  of 
urine.  It  appears  therefore  that  permanent  pol}Tiria  may  arise  from  a  nor- 
mal transitory  polyuria,  just  as  it  does  in  hysterical  individuals  who  have 
paroxysms  with  nrina  spastica.  Similarly,  permanent  polyuria  may  appear 
after  the  temporary  employment  of  diuretic  remedies  which  cause  a  powerful 
diuresis. 

In  a  number  of  eases  diabetes  insipidus  has  occurred  as  a  s€^cJuel  of  vari- 
ua  deleterious  factors;  extreme  cold  or  heat  and  snnstrohe  are  mentioned  as 
uses.  More  frequently  akohoUc  excesses ,  bodily  injuries  (excluding  head 
injuries),  and  psychical  trauma  are  mentioned. 

We  include  this  entire  group  with  the  i<liopathic  form  of  diabetes.  But  in 
many  cases  doubt  may  arise  whether  they  might  not  be  grouped  as  well,  or 
better,  with  hysteria.  Even  if  none  of  the  definite  stigmata  of  hysteria  is 
found,  and  if  the  course  of  the  a^ection  does  not  decidetily  favor  this  diag- 
nogis,  we  often  meet  with  striking  proofs  that  the  patients  belong  to  the 
category  of  neuropathic  individuals.  They  react  in  this  peculiar  way  to  rela- 
tively fcc'ble  irritations  which  in  the  normal  individual  would  be  without  effect, 
and,  when  once  produced,  the  abnormal  activity  of  the  kidneys  continues  for 
a  long  time.  We  often  succeed  in  discovering  from  the  history  that  certain 
abnormalities  have  preceded  these  pathological  reactions.  Griff ouilU'res  fxiints 
to  the  fact  that  in  youth  enure-ns  nocturnn  has  often  preceded  the  condition. 
Numerous  therapeutic  experiments  lead  us  to  suspect  that  the  neuropathic 
element  plays  a  prominent  role  in  the  etiology  of  these  forms  of  diabetes. 
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Hence,  even  if  wo  do  not  consider  this  type  of  diabetes  as  belonging  to  hys- 
teria, we  must  look  upon  it  as  closely  related. 

In  this  category  we  also  include  the  cases  in  which  diabetes  insipidus  occurs 
in  pregnancy.  A  typical  example  of  this  kind  is  reported  by  Janzen  from 
V,  Mcring*8  clinic,  in  which  a  woman  in  three  snccessive  pregnancies  was 
attacked  by  a  severe  form  of  diabetes  insipidus  (passing  15  liters  of  urine, 
whereas  she  ordinarily  voided  but  2  to  3  liters). 

The  belief  that  such  cases  are  closely  rehite<l  to  the  hysterical  group  is 
not  simply  a  matter  of  theoretic  classification  hut  has  an  important  influence 
on  the  choice  of  treatment  to  be  employed  and  the  energy  with  which  it  is  to 
be  carried  out 

A  numlier  of  vm^  remain  in  which  none  of  the  previonsly  mentioned  fac- 
tors comes  into  question,  and  in  which  the  malady  progresses  slowly^  frequently 
becomes  very  severe,  and  comparatively  often  leads  to  decided  loss  of  strength 
and  to  emaciation.  These  forms  have  mostly  been  looked  upon  as  typical  cases 
of  dinhdes  insipidus.  In  the  majority  of  these,  observations  regarding  metab- 
nlism  and  the  influence  of  varying  quantities  of  fluid  ingested  have  been  made. 
For  the  most  part  such  cases  are  serious;  as  a  rule,  attempts  at  cure  are 
unavailing  or  have  only  a  transitory  effect.  Nevertheless,  life  is  preserved 
and  the  nutrition,  which  at  flrst  suffers  severely,  improves  again  without,  how- 
ever, reacliing  the  normal. 

Occasionally,  decided  permant?nt  impairment  of  health  has  l>een  observed, 
but  marasruus  increasing  in  severity  until  the  disease  terminates  in  death  is 
rare.  Earlier  literature  contains  more  frequent  reports  of  an  unfavorable  out- 
come. Ind(H'd,  Trousseau  believwl  diabetes  insipidus  to  be  almost  invnriaiily 
fatal.  During  the  last  decades,  however,  it  seems  that  no  instance^  of  the 
kind  have  been  published;  perhaps  a  case  reported  by  Strubell  belongs  to  this 
group. 

As  a  rule,  in  these  severe  cases  of  diabetes  insipidus  the  constitutional  con- 
dition appears  to  go  hand  in  hand  with  the  psycliicah  Permanent  psycliical 
depression,  hypochondriaca!  and  melancholic  conditions,  are  frequent  and 
almost  constantly  accompanying  phenomena.  We  may  even  l>e  impelled  to 
ask  whether  a  psycln*cal  anomaly  is  not  the  fundamental  condition,  and  the 
dial)etes  insipidus  only  a  symptom. 

Nevertheless,  such  severe  cases  are  rare;  the  majority  of  idiopathic  cases 
lead  a  fairly  comfortahle  life  for  years. 

The  cases  of  diahefes  insipidus  dcTeloping  from  Sff  pit  tits  appear  to  occupy 
a  position  rpiite  apart  A  numl)er  of  instances  of  this  kind  are  known  in 
which,  besides  the  diabetes,  there  were  various  symptoms  pointing  to  organic 
disease  of  the  brain,  and  in  some  of  these  the  necropsy  showed  tbe  presence  of 
gunmiata  or  of  meningitis.  In  addition  to  these,  there  are  cases  in  which 
diabetes  insipidus  develops  during  the  course  of  s}^hilis,  sometimes  many  years 
after  infection  has  taken  place  and  without  any  other  cerebral  symptoms. 
By  antis>7ihi!itic  treatment  this  form  of  the  affection  has  several  times  been 
made  to  disappear  promptly.    It  is  therefore  scarcely  questionable  that  it  was 


DIAGNOSIS 


121 


due  to  s}Ti}iilis.  Whether  we  are  to  at^sume  in  these  oases  a  gumma  of  the 
bmin  (the  Bimultaneous  existence  of  destructive  gumraata  of  the  skin  in  one 
of  these  patients  apfiears  to  favor  this  view),  or  whether  we  are  to  assume 
a  disturbance  in  the  function  of  tlie  kidney  dne  to  syphilis,  is  very  difficult  to 
determine  at  present.  The  practically  important  point  is  this,  that  in  the 
course  of  syphilis,  with  or  without  cerehral  symptoms,  simple  pol\^ria  may 
occur,  and  that  antiluetic  treatment  in  both  instances  may  bring  about  a  cure 
of  the  diabetes  insipidus. 


DWGHOSIS 

The  diagnosis  of  diabetes  insipidus  is  usually  easy;  the  important  symp- 
tom, polyuria,  can  be  readily  determined,  care  being  taken  not  to  confound 
the  diseases  with  other  conditions  in  which  polyuria  also  occurs.  Diabetes 
mellitus  may  easily  be  excluded  by  an  examination  for  sugar.  The  question 
whether  or  not  ronfrarted  kidnrij  is  present  is  not  always  so  promptly  solved. 
Cases  of  chronic  nephritis  in  which  the  urine  is  at  times  free  from  albumin 
are  not  very  rare;  but  the  examination  of  the  heart,  and  particularly  the 
hardness  *"*f  tlie  pulse,  will  generally  lead  to  a  correct  diagnosis.  It  is  note- 
worthy that  in  diabetes  insipidus,  in  spite  of  the  fact  that  plethora  serosa 
occurs  frequenihj,  htfpertrophij  of  the  heart  and  changes  in  the  tension  of  the 
puJse  never  result. 

Difficulties  in  the  exclusion  of  nephritis  may>  however,  arise  in  an  oppo- 
site direction,  naniety,  from  the  pre^$rnt•e  of  sihjhi  qmwlitics  of  aUmmin  in  the 
vrine  in  dwhete,^  inmpidus.  A  numl^er  of  clinical  histories  w^iieh  describe 
otherwise  t}^ieal  cases  of  diabetes  Insipidus,  some  of  the  hysterical  type,  con- 
tain the  statenieni  that  perindially  small  quantities  of  albumin  could  be 
detected  in  the  urine.  It  is  dithcidt  to  exL-ludc  nephritis  in  these  cases  as  tliey 
have  not  tx>me  to  autopsy;  nevertheless  the  fact  remains,  that  cases  which  in 
their  course  and  especially  in  their  uniform  benignity  do  not  differ  from  the 
onlinary  picture  *>f  simple  polyuria  may  from  time  to  time  show  traces  of 
albumin  in  the  urine, 

Amifioid  k'idnri/,  less  often  than  contracted  kidney,  may  lejid  to  confu- 
sion; although  occasionally  albuminuria  is  absent  here,  the  general  condition, 
the  enlargement  of  the  liver  and  spleen,  make  the  diagnosis  clear. 

Arieriosch'ro.ns  more  often  leads  to  diagnostic  difficulties,  as  it  tends 
decidedly  to  increase  the  amount  of  the  urine;  but  here  also  the  action  of  the 
heart  and  pulse  is  conclusive. 

Chronic  pifelitiK  must  also  be  considered  in  the  differential  diagnosis;  in 
some  few  cases  of  diabetes  insipidus  descrilied  in  literature,  one  cannot  help 
suspecting  that  the  writers  w^ere  really  portraying  cases  of  pyelitis.  The 
reports  that  the  urine  always  contained  slight  traces  of  albumin  and  a  puru- 
lent sediment  arc  significant. 

Finally,  the  possibility  that  dialjetes  insipidus  may  be  mistaken  for  the 
results  of  a  simple  increase  of  the  intake  of  fluid  must  be  considered. 

As  a  matter  of  fact  this  differentiation,  at  least  for  a  time,  may  be  simply 
impossible;  the  limits  vary  and  are  partially  arbitrary.    If  after  simply  dimin- 
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isliing  the  amount  of  fluid  ingested,  the  polyuria  ceases^  and  never  recurs, 
as  is  sometimes  the  case  in  the  hysterical  form  of  diabetes  insipidus,  it  depends 
ultimately  upon  the  option  of  the  observer  whether  the  case  is  classed  as  one 
of  bail  habit,  or  as  diabetes  insipidus;  for  diabetes  is  so  comprehensive  an 
entity  that  such  cases  as  the  above  can  be  included  under  it.  In  fact,  literature 
contains  quite  a  numbe^  of  such  examples. 

TREATMENT 

Treatment  may  be  carried  out  in  various  ways.  Wliere  possible,  we  should 
search  for  the  umivrjying  condition  which  results  in  polyuria^  and  an  attempt 
should  be  mside  to  remove  this. 

In  diabetes  due  to  cerebral  causes,  such  treatment  is  practicable  only  in 
isohited  instances.  Nevertheless,  a  case  is  on  record  in  which,  during  tlie 
course  of  an  apparently  mild  pulmonary  tuberculosis,  acute  polyuria  appeared, 
later  followed  by  pain  and  stiffness  in  the  cervical  vertebrae,  then  paralysis  of 
both  arms  and  legs;  here  the  diabetes  was  cured,  simultaneously  with  the 
paralysis,  by  treatment  with  Glisson's  suspension. 

Otherwise,  among  the  cerebral  cases  of  diabetes  insipidus*  apart  from  the 
traumatic  which  not  infrequently  get  well  without  treatment,  only  those 
depending  upon  cerebral  mjphilw  are  to  be  considered;  in  these  cases  and  all 
others  complicated  by  syphilis  (whether  a  definite  cerebral  lesion  exists  or 
not),  a  cure  may  be  effected  by  the  use  of  iodin  and  mercury,  as  has  been 
previously  mentioned. 

Somewliat  more  uncertain  are  the  cases  occurring  in  the  course  of  hys- 
teria. The  fact  that  hypnotism  sometimes  brings  about  a  prompt  cure  is  a 
proof  of  the  purely  functional  nature  of  these  eases,  and  of  the  possibility  of 
an  **etiologie  therapy'^  Ijy  purely  psffchical  treatmeni.  Whether  or  not  in 
every  hysterical  case,  or  in  every  case  that  is  suspected  of  being  hysterical, 
hypnotism  is  to  be  employed,  is  a  question  that  must  be  answere<l  according 
to  the  confidence  of  the  physician  in  the  harmlessness  of  this  remedial  agent. 
In  point  of  fact,  in  Germany  no  reports  of  cures  of  this  kind  have  been  made. 

On  the  other  hand  a  number  of  measures  of  a  more  innocent  nature 
directed  agninst  the  general  nervous  condition  have  often  been  quite  success- 
fiiL  Among  these  are,  first,  general  dietetic  measures^  suflieient  exercise  in 
the  open  air,  and  proper  employment;  occasionally,  change  of  climate  has 
been  successful ;  often  diabetes  lias  been  seen  to  disappear  or  l>ecome  less 
markeil  in  the  course  of  hi/dro therapeutic  treatment.  Regulated  cold  ablu- 
tions, douches,  baths,  in  the  milder  cases  cab  be  carried  out  at  the  patient's 
own  home,  in  the  severe  cases  in  hydropathic  institutes;  lukewarm  baths  appear 
to  have  a  similar  etTeet. 

Among  drti(j8  which  seem  to  be  of  use  in  a  similar  way,  antlptfrin  (3  grams 
daily)  and  laltrian  are  the  favorites;  the  hitler,  given  up  to  20  grams  of 
the  powdered  root,  is  sometimes  decidedly  beneficial ;  also  potassium  hromid, 
assafelidti^  and  camphor,  employed  from  the  same  point  of  view,  have  oeea- 
sionally  been  very  useful. 

The  remedies  just  mentioned  are,  a  priori^  most  useful  in  the  cases  in 


TREATMENT 


123 


which  diabetes  insipidus  occurs  in  hysterical  individuals.  Regarding  the 
prompt  action  of  valerian^  as  well  as  of  rjuitc  a  nuiiibor  of  remedies  to  he 
mentioned  later  on,  the  success  of  which  is  reported  in  the  journals  every  year, 
it  is  uncjnestioned  that  diabetes  insipidng  is  very  often  only  a  symptom  of  hys- 
teria wliieh»  like  other  hysterical  symptoms^  may  disappear  after  the  use  of 
the  most  varied  remedic;^ ;  as,  for  instance,  after  the  em  piny  men!  of  powders 
of  simple  i^odium  chlorid,  provided  only  that  simultaneously  the  necessary 
psychic  influence  is  exerted.  Many  cases,  perhaps  most  of  those  that  come 
under  treatment  at  all,  occur  in  individuals  whose  malady  cannot  positively 
be  included  in  the  category  of  hysteria,  yet  is  closely  related  to  this  group 
of  affections,  and  these  people  are  known  as  "  nervous  persons  '*  in  the  ordi- 
nary sense  of  the  term.  In  them,  as  well  as  in  frankly  hysterical  cases<^  success 
comparatively  often  follows  the  use  of  the  previously  menlioned  remedies. 

Other  dru(Tj!  have  been  emjiloved  with  tlie  hope  of  int^ueueiog  the  circuhi- 
Hon  in  (he  kidneys;  the  amount  of  urine  in  the  main  depends  uyjon  the  height 
of  the  blood-pressure  in  the  glomeruli,  and  the  more  contracte*!  the  small  renal 
arteries  are  the  less  is  the  amount  of  binnd  which  roaches  the  glomeruli.  As 
the  principal  representative  of  such  artery-constricting  remedies,  ergoHn  has 
freijuently  l>een  administered  in  diabetes  insipidus,  particularly  in  the  last 
few  years,  as  its  action  has  been  much  praised.  Lead  acetate  and  tannin 
are  less  useful. 

Afrtipin  and  other  belladonna  preparations,  which  are  supposes!  to  act  more 
directly  upon  tlie  secretion  of  the  kidneys,  have  also  an  inhibiting  secretory 
influence  upon  most  of  the  other  glands.  This  influence,  unfortunately,  is 
more  obvious  in  the  salivary  glands  than  in  the  kidneys;  at  least,  increased 
dryness  of  the  mouth  and  correspondingly  great  thirst  have  been  observed 
more  often  than  decrease  in  the  amount  of  the  urine, 

Electricitif  has  been  employed  for  the  sake  of  its  (supposedly)  direct  influ- 
ence upon  the  renal  function.  As  irritation  of  the  cervical  cord  diminishes 
renal  secretion  in  animal  experiments  (on  account  of  its  powerful  contraction 
of  the  vasa  afferent ia)  the  attempt  has  been  made  to  diminish  the  amount  of 
urine  in  man  by  galvanization  of  the  cervical  cord.  More  recently  we  have 
attempted  to  make  the  current  act  directly  upon  the  kidneys  (both  electrodes 
in  the  renal  region).  Whellier  the  electrical  current  thus  applied  has  any 
real  action  is  very  difiicult  to  decide;  it  is,  however,  a  fact  that  this  treatment 
is  often  quite  successfuL 

Another  method  by  which  we  have  tried  to  diminish  renal  secretion  is  by 
stirnvhting  the  excretion  of  water  hy  the  skin.  It  has  been  frequently  noted 
that  tlie  steam  hath  is  conspicuously  grateful  to  the  diabetic,  although  it 
diminishes  the  secretion  of  urine;  other  patients  report  that  they  feel  much 
better  during  the  hot  season  than  during  the  cold.  Among  the  remedies  which 
stimulate  secretion  by  the  skin,  sweat  baths  and  pilorarptn  are  to  he  consid- 
ered ;  the  former  certainly  have  transitorily  an  ameliorating  effect  Permanent 
and  complete  cure  has  not  been  observed :  but  decrease  in  subjeetive  discom- 
fort and  diminution  in  the  daily  amount  of  urine  have  been  noted.  The  same 
is  true  of  pilocarpine  polyuria  decidedly  decreasing  with  it5  emplo\7nent  (in- 
jections of  from  0.01  to  0.015  on  two  successive  days).    It  is  true  that  in  other 
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cases  the  remedy  has  been  ineflfeetual,  and  of  course  it  will  always  be  futile  in 
persons  who  readily  perspire. 

Finally,  that  method  of  treatment  must  be  considered  which  perhaps 
appears  to  be  the  most  obvious,  the  limitation  of  the  intake  of  fluid.  This 
has  often  been  tried  by  the  patients  themselves,  but,  as  regards  the  propriety 
and  success  of  such  attempts  at  cure,  the  views  of  different  authors  are  dia- 
metrically opposed. 

In  some  cases  withdrawal  of  water,  strictly  adhered  to,  acts  with  great 
rapidity;  the  patients  are  better  almost  from  the  first  day,  and  after  a  few 
days  may  be  looked  upon  as  permanently  cured.  These  are  the  cases  which  we 
have  designated,  upon  the  basis  of  this  sort  of  improvement,  as  primary  poly- 
dipsia. Very  characteristic  is  a  case  described  by  Westphal :  primarily  for  the 
purpose  of  studying  her  condition,  the  intake  of  fluid  was  limited,  and  at  the 
conclusion  of  the  experiment  the  disease  was  cured.  In  other  cases  the  same 
result  has  been  attained  by  a  gradual  diminution  of  drink. 

However,  it  is  only  with  a  small  number  of  diabetics  that  we  so  readily 
reach  the  goal.  Most  patients  cannot  endure  the  tormenting  thirst,  and  with 
or  without  the  knowledge  of  the  physician  they  will  drink  water.  In  such 
patients,  this  method  of  treatment  can  be  carried  out,  and  with  it  sometimes 
an  actual  cure  attained,  by  isolation  and  observation,  Geigel  reports  such  a 
case  of  diabetes  insipidus  in  which  during  the  first  few  days  of  treatment 
severe  disturbances  appeared,  but  the  withdrawal  of  water  was  persisted  in, 
and  after  a  short  time  the  case  could  be  looked  upon  as  almost  cured. 

For  the  cases  of  diabetes  insipidus,  sensu  strictioriy  in  which  the  poljruria 
actually  depends  upon  increased  renal  secretion,  such  attempts  at  cure  by  the 
withdrawal  of  water  are  rarely  successful.  Indeed  there  is  reason  to  fear  that 
we  do  harm  by  a  dangerous  inspissation  of  the  blood.  Unfortunately  it  is 
often  difficult  in  practice  to  decide  between  the  two  forms,  and  this  is  true 
of  the  majority  of  cases,  i.  e.,  of  those  that  are  symptomatic  of  hysteria  or  at 
least  have  some  connection  with  it.  Despite  this  difficulty,  and  in  order  to 
achieve  success  wherever  possible,  it  is  advisable  to  attempt  with  all  patients 
of  this  type  a  methodical  and  cautious  withdrawal  of  water.  Of  course  this 
can  hardly  be  carried  out  except  in  thoroughly  organized  hospitals. 
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The  words  "  Gkht  "  and  ^^ Zipperlftn'^  are  genuine  German  words.  The 
former  i^  the  ef]uiva1ent  of  the  old  English  masculine  *^  ghida,-^  which  means 
"  bodihf  pain  in  genrral:'  Zipperlcin  is  the  diminutive  of  'VZippor/*  formed 
from  the  verb  ^^  zippern^-  which  in  German  means  *^  jerking^  restless,  trip- 
ping.-^  The  term  *^  Zipperiein-^  hns  been  used  in  German  for  *^  Gifht  '■  since 
the  fifteenth  century.  It  was  invented  l>j  sufferers  from  tliis  disease  in  a  sort 
of  grim  humor.  It  is  qnite  certain  that  the  word  ^'  Gicht  ''  is  not,  as  was  sup- 
posed, in  etymological  relation  with  the  English  word  *''  ffoui^"'  or  with  vrords 
of  the  same  derivation  in  the  Romanic  languages  (the  French  '^  gouite,-^  the 
Italian  ^'  goita^^'  the  Spanish  ^^  goia^').  These  designations  cannot  l)e  re- 
jwted,  as  they  have  become  established  by  usage,  but  that  they  are  not  to  be 
looked  upon  as  appropriate  every  one  must  admit.  They  are  based  upon  the 
old  pathological  conception  that  gout  was  caused  by  a  peculiar  humor  distilled 
from  the  blood,  which^  drop  by  drop,  was  exuded  into  the  joints,  a  view  for 
the  support  of  which  no  proof  of  any  kind  can  be  adduced.  The  designafion 
**  Zipperlein  '*  for  gout  has  quite  properly  been  excluded  from  scientific 
nomenclature^  as,  in  a  symptomatologic  connection,  a  uniform  meaning  is  not 
attached  to  it.  Among  the  ancients,  the  pathologic  term  **  grmi  '^  was  em- 
braced in  the  collective  term  *^  arlhritijs/^  under  which  every  form  of  arthritic 
inflammation  was  included.  The  term  "arthritis"  for  "gout"  embraces  so 
much  more  than  the  purely  symptomatologic  conception  that  it  includes  a 
very  important  and  active  constituent  of  gout,  namely,  the  "inflammation'' 
of  a  joint.  The  words  podagra,  chiragra,  gonagra,  omagra,  iscliiagra  and 
rachisagra,  were  applied  by  the  ancients  to  Joint  pains  in  diJTerent  regions  of 
the  body,  and  pains  chiefly  due  to  gouty  and  rheumatic  affections  were  thus 
designated. 

Certainly  to-day,  when  we  speak  of  podagra,  we  mean  only  a  gouty  affec- 
tion of  the  foot.  The  word  "arthritis''  of  the  ancients  alone  discloses  noth- 
ing as  to  the  etiology  of  the  joint  inflammation.  Later  an  attempt  waa  made 
to  separate  the  various  arthritic  inflammations  according  to  their  cause,  and 
after  we  had  demonstrated  the  causal  relation  of  uric  acid  and  its  combina- 
tion with  alkalies  to  gout,  the  term  arthritis  nrica^  or  uraiica  was  given  to 
gouty  joint  inflammations.  As,  however,  there  are  still  differences  of  opin- 
ion on  this  point,  it  would  perhaps  be  wiser  to  speak  only  of  gouty  joint 
inflammations,  or,  for  one  who  is  fond  of  foreign  designations,  of  gouty 
arthritis. 
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The  name  gout  has  the  advantage  thai  it  mdioates  nothing  more  than  the 
pain  which  always  playB  a  prominent  rule  in  ^^outy  airectinns. 

It  mu.st  be  remcmlieretl,  however,  tliat  in  gout  we  are  not  dealing  with  pain 
that  18  rei^tricted  to  the  jointi^,  hut  with  a  general  pain  which  is  well  descril*od 
by  Trousseau,  **  tot  urn  corpus  est  podugra"  We  shall  refer  to  this  more 
minutely  when  we  consider  the  clinical  aspect  of  gout. 

Gout  is  certainly  a  disease  of  antiquity.  It  is  not  ray  intention  here  to 
discuss  in  detail  the  historical  aspect  of  the  disease,  A.  Delpech  has  recently 
written  quite  a  voluminous  work  {G78  pages)  on  the  history  of  gout  and  of 
rheumatism,  in  which  he  dwells  upon  the  antiiiuity  of  the  disease,  and  brings 
it  do\ra  to  the  time  of  Thomas  Sydenham  (lG24-]f^89).  In  the  study  of  the 
clinical  history  of  gout,  we,  as  a  rule,  only  go  hack  to  the  time  of  Sydenliam, 
and,  it  ap|>ears  to  me,  quite  properly  so.  Sydenham's  description  is  an  account 
yi  his  own  illness,  for,  when  he  wrote  his  dissertation,  he  had  already  been 
jlTering  from  gout  for  thirty-four  years.  All  that  had  been  written  prior  to 
Sydenham's  time  regarding  the  symptom atolog}^  of  gout  was  of  little  value 
compared  with  what  Sydenham  communicated  to  us.  The  elucidation  of  the 
cause  and  the  cure  of  gout  Hydenham  bequeathed  to  posterity. 

THE   PATHOGENESIS   OF  GOUT 

The  pathogenesis  of  gout  has  been  studied  from  many  points,  and  is  now 
by  preference  our  subjiiNr't  of  investigation.  It  was  the  theme  which  occupied 
the  attention  of  the  Swtion  on  Internal  Me<liciue  of  the  Xlllth  Medical  Con- 
gress in  Paris.  I  was  unable  to  perform  the  task  allotted  to  me,  and  give  a 
synapsis  of  this  subject  at  the  Congress;  but,  at  Easter-tide,  1900,  I  sent  to 
t!ie  Secretary  of  the  Section  of  Internal  Medicine  a  compilation  setting  forth 
my  views,  and  it  may  not  now  be  out  of  place  briefly  to  discuss  the  present 
standing  of  the  question  as  set  forth  in  this  thesis.  The  views  expressed  by 
me  were  as  follows : 

J.  Gout  is  a  more  or  less  chronic  disease  which  develops  upon  the  basis 
of  a  patliologie  |>redisposition  which  is  hereditary  and  generally  congenital, 
and  is  usually  designated  the  uric  acid  diathesis. 

2.  Regarding  the  ultimate  cause  of  the  uric  acid  diathesis,  merely 
hypotheses  can  be  at  this  time  proposed.  The  intimate  relations  existing 
between  the  nucleins  and  uric  acid  make  it  appear  likely  that  in  the  uric  acid 
diathesis  there  ts  an  abnormal  compoyilion  of  the  cell  nucleus;  that  is,  of  the 
protoplasm  in  the  person  in  question.  It  is  quite  evident  that  an  individual 
predisposition  which  may  assert  itself  through  entire  families  and  races  is  a 
prominent  factor  in  the  uric  acid  diathesis. 

3.  Various  circumstances  u])|>ear  to  show  that  true  gout  develops  from 
the  uric  acid  diathesis.  Regarding  these  circumstances  the  following  may  be 
mentioned : 

{a)  The  more  pronounced  the  uric  acid  diathesis  in  a  person,  the  earlier^ 
that  is*  the  more  decidedly,  reteris  paribus,  will  gout  develop  in  him. 

(h)  There  are  habits  which  favor  the  appearance  of  gout;  among  these 
are  indolence  and  high  living,  especially  the  combination  of  these,  and,  of 
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prime  importance,  the  use  of  alcohol  In  the  main,  the  periodic  variations 
which  tiavc  fMH-n  i'c|iorted  as  to  the  frefjuency  of  gout  may  he  referred  tn  tliis. 

(c)  There  are  tuute  and  ehronic  intoxications  as  well  as  infections,  which, 
in  combination  with  the  uric  acid  diathesis,  favor  the  devehipment  of  gout, 
and  in  which  bacterial  toxins  also  may  play  a  part,  I  shall  first  mention  the 
relations  of  gout  to  rheumatism,  to  syphilis,  and  to  lead  intoxication.  Influ- 
enza, also,  appears  to  predispose  to  gout. 

(rf)  Contagion,  as  w^as  first  asserted  by  no  less  an  authority  than  Boer- 
haave,  does  not  seem  to  play  any  part  in  gout, 

((f)  Climatie  conditions  apparently  have  no  influence  upon  the  develop- 
ment  of  gout, 

4,  The  poison  which  causes  gout,  the  actual  materm  peccath^^  nppears  to 
he  uric  aeid.  Whether,  besides  this,  other  products  of  metalx>lism  of  the  group 
of  alloxur  and  nuclei n  bases  are  operative,  or,  as  some  authors  assume,  a 
poison  the  nature  of  whicli  is  unknown,  is  still  an  open  question.  It  is  likely 
that  only  the  end^jgenous  nuclein  substances  of  the  human  IkkIv,  and  not  the 
uric  acid  originating  from  the  nucleins  of  t!ie  food,  have  a  dired  influcnee 
upon  the  pathogenesis  of  gout.  Whether  an  increased  formation  of  uric  acid 
occurs  in  gout  has  not  been  proven  with  certainty,  nor  do  T  believe  this  proof 
to  be  absolutely  necessary.  Nevertheless,  I  consider  such  increase  to  be  prob- 
able. That  an  increased  production  of  uric  acid  (wdiieh  we  assume  from  an 
increased  excretion)  does  not  alone  give  rise  to  gout  is  taught  by  the  study 
of  leukemia.  In  some  cases  of  this  disease,  as  is  well  known,  more  uric  acid 
is  excreted  than  in  any  cases  of  gout. 

0.  Uric  acid  is  a  chemical,  but  not  a  septic*  poison.  Its  action  is  not  uni- 
form in  all  species  of  animals,  at  difl'erent  ages  in  the  same  animal,  nor  in 
their  different  organs.  Uric  acid  produces  inttanimation  and  necrotic  changes 
in  the  alfeeted  tissues,  and  finally  causes  complete  death  of  tlie  tissue  (Ticcro- 
sis).  Only  after  the  tis.sue  is  wholly  necrotic  does  a  deposit  of  crystalline 
uric  acid  take  place  in  the  form  of  acid  sodium  urate  (monosfxlium  urate, 
Tollens,  sodium  biurate,  Hoberts).  According  to  Tollens,  uric  acid  also  circu- 
lates in  the  blood  and  in  the  alkaline  juices  of  the  tissue  in  the  same  alkaline 
combination,  and  not,  as  Roberts  lias  assumed,  as  sod ium-quadri urate,  a  com- 
bination which  Tollens  more  technically  designates  as  hem isodium -urate.  It 
is  admitted  at  once  that  monosodium-urate,  Tollens  (sodium-biurate,  Holierts), 
under  otherwise  similar  conditions  may  also  he  deposited  as  crystals  in  tissues, 
where  not  uric  acid  itself  but  another  poi.^on  has  caused  necrosis. 

6,  To  understand  the  pathogenesis  of  the  ditferent  symptoms  of  gout,  we 
most  distinguish  between  (a)  primary  arthritic  gout  and  (h)  primary^  renal 
gout.  The  first  is  l»y  far  the  more  fre(|uent,  and  the  sutTerers  from  this  often 
reach  extreme  old  age.  Primary  arthritic  gout  first  develops  under  the  influ- 
ence of  a  localized  uric  acid  stasis,  i,  e,,  it  is  limite<l  to  one  or  more  parts  of 
the  human  body.  In  primary  renal  gout  we  have  from  the  onset  a  generalized 
nric  acid  stasis,  w^hich,  therefore,  affects  all  parts  of  the  body,  and  is  invariably 
due  to  a  primary  and  severe  disease  of  the  kidney. 

It  is  evident  from  the  Transactions  of  the  Section  of  Internal  Medicine 
of  the  Xlllth  International  Medical  Congress,  that  the  opinions  of  the  two 
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reviews  differed  decidedly  from  my  own,  just  mentioned,  as  I  think  I  suffi- 
ciently emphasized  in  my  theses;  yet,  as  the  subject  is  a  very  difficult  one, 
this  diversity  of  views  is  not  to  be  wondered  at.  Nevertheless,  our  views  have 
so  much  in  common  that  we  may  hope,  sooner  or  later,  to  come  to  some  agree- 
ment regarding  the  most  important  points  in  the  pathogenesis  of  gout.  I  base 
my  remarks  upon  the  review  in  the  "  Semaine  m6dicale,*'  No.  30,  1900,  pp. 
202,  203,  which  reports  the  address  of  the  reviewer,  Dr.  Le  Gendre,  and  of  the 
co-reviewer,  Sir  Dyce  Duckworth. 

Of  course,  if  Sir  Dyce  Duckworth  believes  that  the  kidney  is  the  only 
organ  in  which  the  synthesis  of  uric  acid  is  carried  out,  i.  e.,  in  which  uric  acid 
is  formed — in  which  opinion  he  and  his  countryman  Luff  occupy  quite  an 
isolated  position  not  only  among  pathologists  but  also  among  physiologists 
— unanimity  in  regard  to  the  most  important  question  in  the  pathogenesis  of 
gout  is  not  to  be  arrived  at.  Sir  Dyce  Duckworth  maintains,  with  Garrod, 
that  uric  acid  is  the  materia  peccans  in  gout  and  that  the  latter,  results  from 
a  hindrance  to  the  excretion  of  uric  acid  through  a  faulty  action  of  the  kid- 
ney which  can  by  no  means  be  demonstrated  from  anatomically  determinable 
changes.  Sir  Dyce  Duckworth,  therefore,  in  all  cases  of  gout,  assumes  a 
uricemia  from  a  faulty  excretion  of  uric  acid.  Jje  Gendre  laid  great  stress 
in  his  paper  upon  the  influence  of  functional  disturbances  of  the  kidney  in 
the  production  of  gout  and  also  referred  to  the  functional  disturbances  of  the 
nervous  system;  these  result  in  nutritive  changes  in  the  tissue  and  cells, 
and  thereby  cause  irregularity  in  the  formation,  that  is,  in  the  excretion,  of 
toxic  products  of  metabolism  from  the  influence  of  which  gout  develops.  In 
regard  to  those  doubtful  points  in  the  pathogenesis,  it  appears  to  me  advisable 
to  wait  for  the  publication  of  Ijq  Gendre's  complete  paper.  On  the  other  hand, 
there  are  a  number  of  factors  which  may  be  designated  as  occasional  causes  of 
gout,  particularly  family  predisposition  and  the  influence  of  the  mode  of  life, 
etc.,  concerning  which  there  is  complete  unanimity. 

Instead  of  voluminous  descriptions,  it  will  best  serve  our  purpose  to  cite  a 
few  cases  from  practice. 

Observation  I. — Dr.  X.,  from  H.,  a  physician  about  thirty-nine  years  of  np:o,  con- 
sulted nie  June  22,  1900,  on  account  of  gout.  About  fifteen  years  before,  while  he  was 
a  medical  student,  I  had  repeatedly  treated  him  for  this.  As  a  jolly  fraternity  student, 
he  probably  drank  more  beer  than  was  good  for  him,  and  had  acquired  a  decided  embon- 
point at  too  early  an  age.  In  addition  to  a  plentiful  use  of  alcohol,  he  ate  a  great  deal, 
and  took  very  little  exercise.  In  spite  of  these  facts  he  was  by  no  means  dissipated,  but 
passed  a  very  good  examination,  and  is  now  an  extremely  busy  practitioner.  The 
patient's  family  has  a  predisposition  to  gout;  although  his  parents  did  not  suffer  from 
it,  his  maternal  grandfather  late  in  life  had  a  severe  form  of  gout,  and  two  of  his 
maternal  uncles  also  suffered  from  it. 

As  early  as  between  his  sixteenth  and  eighteenth  years,  the  patient  had  repeated 
attacks  of  cramps  in  the  calves,  and  he  is  inclined  to  regard  as  "  gouty  "  an  attack  of 
"  stiff  knee  "  which  appeared  in  his  boyhood  after  a  salt-water  bath,  and  was  accompanied 
by  very  severe  pain.  The  first  typical  attack  occurred  in  his  twenty-first  year,  in  the 
metatarsal  phalangeal  joint  of  the  right  great  toe.  Tlie  attacks  recurred  twice  in  the 
next  year;  the  fourth  attack,  in  June,  1885,  which  was  accompanied  with  fever,  was 
more  severe  than  the  preceding  ones.  The  fifth  attack,  in  September,  1885,  wliich 
appeared  three  days  after  "  turning  "  the  left  foot,  was  localized  in  the  first  metatarsal 
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pliiilarij]rp»il  joint.  This  ran  its  course  within  thvfo  days,  was  miki,  antl  accompanied 
with  only  slight  redness  and  swelling  of  tbe  alTect*xJ  joint  and  no  ^iMturbiuire  of  his 
general  henlHi.  After  the  patient  bt^^an  the  practice  of  nit'dieine  he  had  no  atlaek  of 
gout  for  ycMfs.  He  lost  hh  excessive  wci|^ht,  and  wtien  I  met  him  in  eonsnltiition  a 
nunili<er  of  years  ii^^o  1  wus  astonished  to  find  him  rather  thin.  He  followed  minutely 
my  diett'tic  re^mhitiouH,  and  nnd^T  this  treatment  only  *' premonitions  "  of  his  old 
trouble  occnrred.  His  constantly  increasing,  very  eTttensive  and  exhausting;  prartict* 
nfiw  made  it  impossible  for  him  to  live  in  ueeordAnee  with  the  ru!(^  [ireviously  followe<l. 
The  altacks  of  ^out  recurred,  and  in  the  winter  of  IMIMl-lHOO  he  sufTered  alnwst  every 
two  months  from  severe  typical  ntlaeks,  with  violent  onset,  and  constantly  ttccom|Kinied 
with  fever.  Hut  while  Ihew  formerly  lasted  for  a  few  wivks,  they  now  disippeired  in 
tl  few  days.  These  paroxysms  were  always  associated  with  lar^re  efTusioiiH  into  the 
joints,  and  the  aeaL  of  the  attacks  was  in  the  toe  and  the  talcK-rural  joint  npon  iMith  sides. 
The  attacks  were  eured  by  the  use  of  wine  ol  eolchieum  set^l,  potav^inm  iodid  anil  so<lium 
bicartionate.  Pain  in  the  rij^dil  shoulder  joint,  however,  which  had  tronhhtl  him  ojf  and 
on  for  some  ttmc,  now  brt-ame  elironic.  The  inJluence  of  trauma  in  the  occurrence  of 
typical  f,'<mt  was  shown  when,  upon  April  rJO,  IDtM),  the  patient  fell  fr<ini  his  bicycle, 
cfiusin^  a  contn.sion  of  the  rij^ht  talocrural  and  of  the  left  knee  joint.  As  early  as  the 
next  day,  in  lioth  of  the  previously  mentioned  joints,  si  typical  attack  of  ^'oiit  developed 
which  rdTeettHl  tlie  patient  prTcatly.  He  never  had  venereal  disease;  be  smokes  much — - 
according  to  refiorts  8  mild  cijrjjrs  daily — and  consumes  a  bottle  of  light  wine  ilaih\ 
but  no  lieer,  Tlu*  patient  considers  the  wine  nece*^sary,  as,  without  it,  he  has  inter- 
nuHent  heart  action.  Ap[>etite  and  digestion  are  good.  Hi8  maximnm  weight  was  in 
IHH'A,  when  he  weighed  '209  [tonnds;  now  he  weighs  170  ponnds.  Dnring  the  attjicks 
tlie  urine  is  said  to  be  scant  and  dark  in  color,  but  returns  to  the  normal  after  the 
paroxysm  has  pas*sod  off.  Albumin  and  sugar  have  never  been  present.  The  putient, 
when  I  examined  him,  bad  a  [mlse  of  04,  cardiac  dulness  was  not  increased^  the  second 
aortie  sound  was  loud  hut  not  ipiite  clear.  Organic  changes  were  not  evident.  The 
patient  was  very  much  enfeebled,  and  as  he  desired  to  undergo  a  bath  and  mineral 
spring  treatment,  I  advised  him  to  go  first  to  the  Allgan  Alps  at  Otiersdorf,  On  the 
2d  of  August,  1000,  the  patient  wrote  me  from  the  "  Xcbelhornhnus  "  (2,251  meters 
hig^li),  stating  that  he  felt  very  well  there  and  that  without  nmeh  trouble  he  eould 
clind*  tpiite  high  mountains.  Besides  the  okser^ance  of  a  strict  dietetic  r^'gime,  absti- 
neiicv  from  alcohol  and  a  decided  iimitati*m  of  suioking  were  re*juir*d- 

The  case  ju^t  cited  ifi  in  many  resfwet.s  intoresting,  nnil  I  shall  take  oppnr- 
timity  to  revert  to  it  later.  At  this  time,  nuly  the  factors  wliieh  hear  upon 
the  pathngeiiesis  of  gout  are  to  be  eonsideretl.  We  note  I  hat  the  f.iniily  prodU- 
position  of  the  patient  was  only  in  the  ancestral  line  of  the  mother^  the  latter 
herself  remaining  fre«  from  the  affection.  The  maternal  grandfather  and  two 
of  the  maternal  uncles,  on  the  other  hand,  had  t^otit.  As  tlie  clinieal  history 
ghows,  tliL'  patient  was  inclined  to  date  the  heginning  of  his  disease  from  his 
youth.  It  is  evident  that  f^out  may  come  on  early  in  life.  A  very  skilful 
physician  who  had  sutTered  from  p^ont,  hnt  who  died  of  a  severe  diahetes  mol- 
littiiS  complicated  l>y  nephritis,  told  me  that  even  in  his  ninth  year  he  had 
gciznres  of  so-called  rhenmatism  in  the  hall  of  the  ,o;reat  toe  of  his  left  foot. 
In  children,  attacks  of  gout  fnxjiiently  follow  trauma,  and  it  lias  Keen  main- 
tained that  gout  u  the  consequence  of  trauma.  As  a  matter  of  fact,  I  have 
seen  gout  in  adolescents,  but  ahvays  in  boys,  an  observation  which  is  confirmed 
liy  medical  literature.  The  cramps  in  the  calves  with  which  my  patient  was 
affected  between  his  sixteenth  and  eighteenth  years  may,  in  consideration  of 
the  course  which  the  disease  took,  1m?  regar^led  as  premonitory  gouty  symptoms. 
From  this,  however,  and  also  from  numerous  other  experiences  at  hand,  it 
10 
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cannot  be  dotibtecl  that  the  almse  of  alcohol  during  his  student  days,  as  well 
as  the  previously  mentioned  obesity,  coiuluced  to  the  deveh>pineut  of  the  gouty 
paroxysms.  But  it  must  be  emphasized  tliat,  in  my  patient,  the  later  disap- 
pearance of  his  cnrpulenee  did  not  h:'ad  to  (he  cessation  of  the  gout,  Ol>esity 
is,  therefore,  not  a  pivrcfiui^ite  for  the  production  of  gout,  although  they 
may  occasionally  occur  in  combination,  sometimes  with  diahetcB  mellitus  as 
well  Of  further  interest  in  my  patient's  history  is  the  fact,  that  in  proportion 
as  he  deviated  from  the  mode  of  life  advised  by  me,  the  latent  gout,  i.  e.,  the 
gouty  diathesis,  asserted  itself  by  tlie  appearance  of  repeated  paroxysms,  and 
that  the  last  attack  of  this  kind  occurred  after  a  fall  frorn  a  bicycle  whereby 
he  sustained  a  contusion  of  the  left  knee-joint  and  of  the  riglit  talocrural. 
I  do  not  consider  this  occurrence  of  a  gouty  paroxysm  after  trauma  as  by  any 
means  accidental.  Opposed  to  its  being  a  mere  coincidence  is  tlie  frequency  with 
which  this  combination  appears.  My  patient  is  a  physician  in  easy  circum- 
stances. We  know  tliat  the  wealtiiy  ruin(»rity,  the  so-called  *^  upper  ttm  thou- 
sand/' are  most  frequently  the  subjects  of  gout.  Among  our  hospital  patients 
who,  for  the  most  part,  belong  to  the  poorer  classas  of  the  population,  gout 
has  heretofore  been  looked  upon  as  a  rare  affection.  I  saw  a  poor  tailor  in  the 
Hospital  of  the  Home  for  Incurables  in  Breslau,  who  showed  extensive,  partly 
ruptured  gouty  tophi.  Yet  wfien  I  review  the  cases  of  gout  accumulated  dur- 
ing my  long  professional  service  in  the  Hospital,  the  number  of  the  poor  is 
quite  small  when  compared  with  those  in  better  circumstances  whom  I  have 
seen  in  consultation  and  in  my  private  hospital.  In  this  connection,  there 
has  lately  been  a  remarkable  change  in  Germany,  and  one  which  is  food  for 
thou^i^ht.  Albert  Fraenkel,  in  the  Report  of  the  Medical  Division  of  the 
Hospital  Urban  in  Berlin,  from  the  year  1896  to  18!) 7,  and  among  1,70G  male 
patients,  has  observed  24  cases  of  arthritis  uratica.  In  the  hospitals  of  Eng- 
land, previous  to  this,  the  number  of  gouty  patients  was  a  striking  one.  In 
the  years  1874  to  1876,  in  the  Metiieal  Division  of  8t.  George's  Hospital  in 
London,  among  4,695  patients,  not  less  than  97  cases  of  gout  were  present, 
while,  in  tlie  same  period  of  tifne,  in  the  Munich  Medical  Clinic,  among  4,670 
patients,  there  were  only  11  cases  of  gout.  We  might  say,  it  is  true,  that  in 
this  coincidence  plays  a  leading  role.  But  it  must  be  observed  that  in  the 
same  period  of  time,  and  in  nearly  the  same  number  of  patients,  in  a  London 
Hospital,  there  were  almost  nine  times  as  many  eases  of  gout  as  in  the  Munich 
Hospital.  If  it  is  true  that  in  Munich,  u]>on  llie  average,  more  than  2110  liters 
of  beer  per  capita  of  the  population  are  yearly  consunied,  the  conchision  must 
be  drawn  that  the  intluence  attributeil  to  Munich  beer  in  the  development  of 
uric  acid  gout  must  be  regarded  as  erroneous  during  the  period  just  men* 
tionc^l.  The  reports  of  His,  Jn,  ancl  Magous-Ivevy  fovor  the  increase  of  gout 
among  the  poorer  population  of  Germany.  Among  the  poor  people  of  Leipsic 
the  former  not  infrequently  saw  gout  The  latter,  in  the  Out-Patient  Mtnlical 
Clinic  in  Strassburg,  made  the  same  observation*  Nevertheless,  the  social  posi- 
tion, that  is,  the  wealth  or  poverty  of  the  individual — hence  his  mode  of  life — 
has  no  fundamental  intlueoce  upon  Ibc  development  of  gout.  The  special 
disposition  of  the  person  which  is  noted  in  other  members  of  the  same  family, 
even  in  entire  races,  and  which  nmy  be  hereditary,  is  the  important  point.    It 
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18  evident  that  the  presence  of  sr»-c^alled  predisposing,  favoring  factors  is  not 
alone  sufficient  for  the  development  of  gout. 

In  til  is  connection,  Thomas  Oliver  alludes  in  his  valualde  book,  **  I^ead 
Poisoning,"  to  an  investigation  regarding  the  workmen  in  the  large  lead  works 
at  Neweastle-on-Tyne,  and  this  is  very  i-haracteristic.  As  is  well  known,  lead 
is  a  prtKlisposing  faetor  in  the  development  of  gout.  Yet  such  of  I  lie  workers 
in  lead  at  Nev^Tastle-on-Tyne  as  come  from  the  north  of  England  are  only 
rarely  attacked  by  gout,  even  when  their  kidneys  are  diseased,  for  in  that  por- 
tion of  the  population  the  predisposition  to  gout  is  absent;  while  those  wdio 
come  from  the  south  of  England,  where  the  gouty  predisposition  is  widely 
distributed,  are  frefjnently  attacked  with  gout  when  employed  in  the  pre- 
viously mentioned  lead  works  in  the  north  of  England.  One  problem  referred 
to  hy  me  in  the  above  narned  tlieses  on  the  pathogenesis  of  gout  requires 
further  discussion:  in  what  does  the  predisposition  to  gout  consist,  and  how 
is  the  so-called  gouty  predisposition,  the  uric  acid  diathesis,  to  be  conceived  ? 
The  principal  role  is  played  by  a  faulty  composition,  not  of  the  "humors/* 
the  juices  of  the  human  Ikody,  but  of  the  protoplasm  including  the  nuclei  of 
the  cells,  in  consequence  of  which  uric  acid,  and  perhaps  still  other  bodies 
of  the  group  of  the  alloxur  and  nuelein  bases,  are  either  formed  in  increased 
amounts  or  in  an  unusual  region.  I  believe  it  to  be  very  likely  that  the  simul- 
taneous occurrence  of  bolh  these  anomalies  is  the  rule.  The  organs  richest  in 
nuelein  play  the  most  iiuportant  part  in  this  process,  and  I  believe  we  may 
assume  from  the  clinical  history  of  gout  that  bone  marrow  and  the  great  rnus- 
eiilar  raaiises  nf  the  human  body,  especially  those  of  the  extremities,  are  in- 
Tolved  in  this  anomaly  of  uric  acid  formafion.  It  is  quite  possible  that  in 
these  tissues,  already  rich  in  nuelein  substance,  an  increased  foruiation  of 
alloxur  or  nuelein  liases,  that  is,  of  uric  acid,  takes  place.  My  investigations 
have  shown  that  uric  acid  is  a  chemical  poison,  and  hence,  until  the  same  has 
been  proven  of  the  other  previously  named  substances,  and  until  the  question 
has  been  answered  whether  tliere  is  a  specific  "gout  poison,'^  as  is  iM^licved 
by  some  authors,  uric  acid  may  be  looked  upon  as  the  muleria  peccans  in  gout. 
The  uric  acid,  loosely  combiued  with  an  alkali  foriued  in  tlie  muscles  and  bone 
marrow,  is  dis.solved,  flows  through  the  lymph  and  blood  channels,  and  is  for 
the  most  part  excreted  by  the  kidneys,  unless  other  processes  of  decomposition 
take  place  during  its  course.  If  this  process  of  excretion  occurs  smoothly  and 
without  hindrance,  and  if  the  gouty  predisposition  is  not  too  decided,  the  eon- 
Bequences  of  the  existing  anomaly  of  metabolism  wilt  show  themselves  only 
after  a  certain  time  by  a  nurid>er  of  pathological  phenomena,  mild  or  sevLTC, 
subjective  and  objective.  But  as  soon  as  any  intercurrent  catisc  procluces 
stasis  of  the  juices  rich  in  uric  acid  in  the  atfeeted  area — naturally  at  first  in 
the  peripheral  parts,  ])articu!arly  in  the  lower  extremities,  in  which  stasis  la 
especially  prone  to  happen — engorgement  will  occur  w^hich,  in  conseciuenee  of 
this  local  stasis,  also  primo  hico,  in  the  atfeded  parts  of  the  bmly,  will  b»*como 
more  or  less  noticeable  as  a  iff  pica!  a  Hark  of  goni.  T  call  these  cases  prxmanj 
arihriiir  gout.  In  Observation  T.  we  have  a  case  of  primary  arthritic  gout 
which  should  more  correctly  he.  designated  primary  cjtirfmilif  gout,  since  not 
only  the  joints  were  implicated,  but  also  the  muscles,  and  especially  the  skin. 
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Besides  the  extremities,  in  this  form  of  gout  the  mmi  distant  parts  of  the 
body,  i.e.,  those  situated  at  tlie  actual  periphery,  are  irnpheated,  as,  for  in- 
stance, the  concha  auris.  For  tlie  explanation  of  these  plieuoniGna  in  primary 
extremity  (arthritic)  gout,  an  insufficiency  of  the  kidneys  which  canses  gen- 
eral uric  acid  stasis  is  b}^  no  means  necessary.  Followin^r  Gorn^'s  reasoning, 
this  is  still  fretpiently  assumed,  although  tlie  reasons  nu-ntioned  hy  him  have 
hcH7n  shown  to  ho  incorrect.  We  shall  revert  to  this  later.  Besides  this  pri- 
mary extremity  (arthritic)  gout  there  is  also  a  primary  renal  gout.  Here, 
in  consequence  of  a  primary  severe  renal  afTet^tion,  most  likely  based  upon  a 
gouty  predisposition,  tliere  is  an  incapacity  on  the  part  of  the  kidneys  to  ex- 
crete the  waste  of  metabolism,  i*e.,  the  uric  acid.  Consequently  a  generalized 
nric  acid  stasis  develops  which  affects  all  the  parts  of  the  !)ody.  The  patients 
frequently  die  before  a  tyq^ical  attack  of  gout  occurs.  They  succumb,  there- 
fore,  to  the  renal  affection,  usually  while  still  young;  whereas  in  primary 
extremity  (arlliritic)  gout  they  will  live  to  old  age.  In  primary  arthritic  gout 
the  kidneys  suffer  as  well  as  all  the  other  organs;  but  there  are  numerous  cases 
of  primary  arthritic  gout  in  which  the  patients  die  from  intercurrent  diseases, 
and  in  which  the  kidneys  show  absolutely  nothing  abnormal.  Primary  arthritic 
gout  is  fortunately  by  far  the  most  frequent  form  of  the  disease,  and  the 
one  we  shall  first  consider.  Formerly  it  was  thought  al>solutely  necessary  to 
differentiate  various  forms  of  gout.  I  do  not  think  it  expedient  to  dilate  upon 
this  point,  and  will  only  mention  tliat  to-day  designations  are  not  infrequently 
used  for  some  of  these  varieties,  between  which  no  important  diilercnees  exist: 
thus  we  hear  of  latent  gnut,  larval  gout,  pseudo-local ized  gout,  rctrocedent 
gout,  etc.  Yet  I  have  not  been  satisfied  with  Garrod*s  differentiation  of  a 
regular  and  an  irregular  form ;  even  in  professional  practice  it  does  not  sim- 
plify the  condition, 

SYMPTOMATOLOGY 

We  will  now  discuss  the  mjmpiomatology  of  primary  arihriiic  gout,  and  in 
order  (o  make  the  condition  clear  I  shall  include  the  necessary  pathologico- 
anaiumiml  data.  I  shall  retain  the  designation  prtmarif  arihriiic  gout^  as  in 
the  great  majority  of  cases  the  joint  symptoms  are  still  the  most  prominent, 
and  as  I  do  not  desire,  by  another  designation,  further  to  complicate  a  subject 
which  is  already  rich  in  supertluous  names.  To  avoid  prolixity,  in  enumerating 
the  possible  limitations  in  the  pathogenesis  of  gout,  among  the  noxa  which 
produce  it  I  shall  refer  exclusively  to  uric  acid  as  the  materia  peceam.  This 
7naieria  peccans  which  produces  the  disturbances,  the  totality  of  which,  there- 
fore, forms  the  gouty  symptom-complex,  is  in  part  a  purely  functional  dis- 
turbance, for  which  up  to  the  present  no  constant  pathologico-amitomical 
material  lesion  is  known;  in  part,  however,  a  disturbance  for  which  the  mate- 
rial substratuui  has  been  discovered.  The  latter  depends  in  some  degree 
upon  inflammatory,  also  upon  degenerative,  changes  in  the  organs  and  tissues. 
Suppurative  processes  are  not  produced  ly  uric  acid;  it  is  not  a  septic,  but 
chiefly  a  chemical,  poison.  The  degenerative  changes  in  gout  from  the  influ- 
ence of  uric  ac  id  show  nothing  characteristic  of  gout  until  necrosis  of  the 
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afToctotl  tissue  occur?^.  If  twsue  necrosiji  has  taken  place,  then  acid  snflitnn 
urate  is  deposited  in  the  form  of  crystalline  ncHKtIes,  That  necrosis  of  t!ic 
tissue  is  the  primanj  c^>n{lition  is  shown  from  the  fact  that  tlie  necroi-ed  area 
is  larger  than  tlie  urate  deposits.  Around  tlie  necrolic  areas,  more  or  less 
round  cell  infdtration  is  often  found.  I  have  proven  that  such  gout  foci,  i.  e., 
necroses  with  crystalline  urates  (completely  analogous  processes),  may  be 
cxporimcnially  produced  in  birds.  In  these  ex[wrinients  urate  deposits  also 
occur  to  a  greater  or  less  extent  in  normal  tissue,  i.  e.,  in  tissue  which  has 
not  become  necroHc/  Of  course,  this  has  absolutely  no  connection  with  gout, 
but  merely  explains  the  post  mortem  finding  that,  with  cessation  of  life,  tlie 
tissues  are  satuTated  with  urates,  jnid  these  are  excreted  in  a  crystalline  form. 

The  syniptouis  of  primary  gout  are  as  follows^  In  primary  arthritic  gout 
the  first  phenomena  arc  the  manifestations  of  the  gouty  predisposition.  They 
may  he  designated  as  the  prcmoniinnj  or  initial  symptoms  and  they  precede 
the  (irst  attack.  It  is  possible  that  where  the  predisposition  is  not  very  great, 
and  especially  where  an  exciting  cause  is  hicking,  these  so-called  premonitory 
symptoms  of  gout  may  remain  the  only  ones,  so  that  a  true  gouty  paroxysm 
does  not  develop  at  all.  Generally,  however,  this  is  not  the  case.  Under  any 
circumstances,  liowever,  these  j>remonit(>ry  symptoms  may  make  it  dilTicult 
properly  to  interpret  the  underlying  condition.  Not  infrtM|ucntly  Ihese  pro- 
dromal symptoms,  previously  quite  unintelligible  to  the  physician,  are  at  once 
explained  by  the  sudden  appearance  of  an  attack  of  gout.  Similar  to  these 
premonitory  symptoms  are  the  pathologic  phenomena  which  have  been  desig- 
nated by  me  as  interm^^dinte  sffniptoms.  They  occur  in  the  intervals  hetwecu 
the  attacks  of  gout,  show  remarkalile  similarity  to  the  premonitory  s}inptoms^ 
but  are  much  more  difficult  to  explain,  as  the  preceding  gouty  paroxysms  have 
closed  the  path  to  their  proper  recognition.  We  shall  later  consider  more 
minutely  these  premonitory  and  intermediate  symptoms.  It  appears  expeflicnt 
first  to  direct  attention  to  the  typical  condition  in  primary  arthritic  gout, 
namely,  to  the  acute  paroxysm  of  gout,  the  typical  attack. 

The  clinical  history  of  the  physician  sutfering  from  primary  arthritic  gout 
(Obseuvation  1)  shows  that  the  first  attack  of  gr>ut  nuiy  occur  in  very  early 
life.  1  shall  later  dc^monstrate  that  this  is  also  true  of  the  appearance  of 
extensive  gouty  toplu.  As  a  rule,  however,  this  is  not  the  case.  The  first 
typical  attack  of  gout  usually  occurs  shortly  before  or  after  the  fortieth  year 
of  life.  The  gouty  attacks  frc(|uently  recur  at  certain  seasons  of  the  year, 
especially  at  the  heginoing  of  spring  and  at  the  beginning  of  winter.  Besides 
certain  premonitory  symptoms,  the  true  attack  may  be  precixlcd  by  prodromes 
in  the  part  of  the  IkhIv  that  is  to  he  the  seat  of  the  paroxysm,  such  as  drawing 
pains,  or  slightly  disagreeable  sensations  to  which  the  patient  pays  no  atten- 
tion, and  of  which  we  only  learn  by  careful  questioning.  Much  more  fre- 
quently the  attacks  begin  suddenly,  often  coming  h'ke  a  thief  in  the  night, 
and  surprising  the  calm  sleeper.  As  a  rule,  the  Orst  attacks  are  prone  to  lie 
localized  in  the  most  peripherally  situated  parts  of  the  body,  and  especially 
in  the  joints  of  tlie  lower  extremities.  The  joints  of  tlie  feet,  chiefly  the 
first  metatarsophalangeal  joints,  are  most  fre<^[uently  attackcMl.  The  typical 
attack  of  gout  is  a  more  or  less  severe  process  characterissed  by  an 
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tory  but  aseptic  course,  which  is  strikingly  similar  to  an  eryfiipelatotis  inflam- 
matioE,  Corresponding  to  the  intensity  of  the  inilammatory  process,  there 
is  as  a  rule  extraordinarily  severe  pain.  Most  patients  declare  it  to  be  as 
though  the  aiTocfed  parts  of  tlie  body  were  tightly  serewwl  in  a  vise.  The 
skin  is  intensely  red  (purplish  red  or  bluish  red),  sometimes  even  permeated 
by  small  heinorrhages ;  it  apix^ars  as  though  snppuratioo  were  developing,  and  _ 
is  tender  on  pressure,  glistening,  and  swollen.  The  swelling  is  the  consequence  I 
of  edeiua;  upon  pressure  there  is  pitting  of  the  skin  which  only  very  slowly 
disappears  when  the  pressure  is  relaxed.  In  the  most  severe  cases  active 
motion  is  impossible,  and  upon  attempting  passive  movement  of  the  painful 
joints,  the  patients  resist.  Under  these  circumstances,  the  patient  is  early 
con  lintel  to  his  bed. 

Apart  from  these  local  ]>athologie  phenomena,  we  also  observe  in  acute 
paroxysms  of  gout  disturbancea  of  the  general  constitution.  Especially  note- 
worthy are  the  fever  and  the  symptoms  dependent  upon  this.  In  the  milder 
attacks,  fever  may  he  absent.  We  note  from  Observation  I  that,  in  the  saiue 
individual,  it  was  present  in  some  attacks  and  absent  in  others.  Occasionally 
there  is  a  slight  rise  of  temperature  only  in  the  first  days,  so  that  if  the  patient, 
for  instance,  comes  under  observation  only  upmi  the  third  day  of  the  attack 
there  may  be  no  fever.  Usually,  the  fever  is  ramlerate,  a  rise  above  10^/2°  F. 
being  rarely  reached  at  the  height  of  the  paroxysm.  During  the  exacerbationa 
so  frcfpunitiy  oltserved  in  attacks  of  gout,  the  ternjierature  rarely  exceeds 
101.3"  F.,  and  when  remission  occurs,  as  a  rule  it  at  once  falls  to  normal. 
The  age  of  the  patient  seems  to  have  some  influence  upon  the  temperature 
curve  during  the  paroxysm,  as,  under  otherwise  similar  conditions,  the  highest 
temperatures  occur  in  young  robust  patients.  Nevertheless,  in  the  aged,  dur- 
ing acute  attacks,  rises  in  temperature  are  by  no  means  absent. 

The  further  course  of  the  gouty  inflammation  in  the  affected  part  of  the 
body  is  generally  typical.  After  the  para-articular  phlegmons  have  existed  for 
a  few  days,  or  several  weeks  an<l  longer  with  remissions  and  exacerbations,  the 
latter  being  sometimes  so  severe  that  an  extensive  joint  suppuration  seems 
imminent,  the  inflammatory  symptoms  ameliorate,  the  pain  usually  subsides, 
and  the  aflVcted  joint  in  many  cases  returns  ajtparently  to  its  normal  condi- 
tion. As  in  erysi|>ehis,  the  skin  becomes  pale  and  des(pmmates.  Neverthe- 
less, decided  sensitiveness  to  jtrcssure  nuiy  be  noted  in  the  aHected  joints,  and 
this  increases  upon  active  and  passive  movement. 

As  a  rule,  the  first  attacks  of  gout  are  liuiitcd  to  one  or  several  small  joints 
of  an  extremity;  rarely,  for  rxample.  Is  the  knee*joint  implicated  in  the  first 
attack  of  gout.  ElTustons,  which  are  not  at  all  rare  in  the  gouty  paroxysm, 
hK'alize  usually  in  the  joints,  and  often  they  last  for  a  long  time»  This  causes 
the  condition  so  fre<]uently  noted  in  the  later  course  of  the  gouty  process,  in 
wliicli  two  or  more  joints  are  attacked,  one  after  the  other»  and  thus  the  par- 
oxysm is  decidedly  probuigcd.  An  illustration  of  this  and  of  the  fact  that  in 
the  course  of  gout  numerous  joints  are  always  implicated  may  here  be  given. 

Observatiox  II, — X.,  a  la\vycr  from  Ti*  fcirtysix  yt-Ars  of  «ge,  consult ot!  mp  on  the 
6th  of  July,  \H\n\,  on  account  of  ^'oyt.  His  fatlirr — now  ovor  Hghly  ynirni  »>f  ngt» — and 
his  younger  brother  »re  Ixitb  Hnid  to  iuive  iiatl  an  attark  of  gout,     ilin  mot  bur  died  at 
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the  ag(?  of  fifty-six  of  dinbiMes  nu'llitus,  Tlie  puti*^nt  previously  had  two  att4iekR  of 
pyorrhea.  He  adniita  pricir  und  ocra^-^ional  marked  abuse  of  alcoliol ;  since  prftctising 
his  profession  he  drinks  nKuk'ratcdy.  He  lias  always  Wen  a.  fjreat  eater,  wnd  takes  but 
little  exercise.  At  the  age  of  twenty -one  or  twenty -two  he  had  a  slight  attack  of  jfout 
Id  a  joint.  The  attack  caine  on  suddenly  at  five  oVhx^k  in  the  nfterruxin  while  in  his 
olllce.  In  the  following  June  the  firnt  severe  attack  oecnrred,  and  eonlined  him  for 
almost  three  months  to  his  room.  Remedies — external  and  internal— were  incflrctual 
until  finally  the  Amtrirftn  reme*ly  (  ?) — pota.^sium  iodid,  colehieum  nnd  ctdocynthitin — 
brought  relief*  The  nttaek  was  in  ttie  lelt  fmit,  and  localized  eHjx*eially  iu  the  ^reat  toe. 
The  paroxysms  now  reeurrcd  yearly,  ami  the  right  fr>ot  iiUo  Iwf^unv  implicated.  In  the 
year  iKftJ*.  after  a  prohmged,  exhausting  ride  ujion  the  tricycle,  an  attack  of  gout 
CKH^urred  which  was  hx'alized  in  the  h  ft  knee- joint.  In  November.  IftHS,  a  severe  attaek 
of  gout  came  on  after  drinking  a  sonnnvbat  larger  rjuantity  than  usual  of  eognae  with 
which  the  patient  hoped  to  alK>rt  an  attack  of  inllucnzji.  At  first  tioth  feet  nnd  the 
kniH'jtdnts  were  implicated:  the  ptiticnt  was  comi>eIled  for  almost  five  months  to  remain 
uninterniptfHily  in  the  recumbent  |M)Hture.  Relapses  eou»tantly  oecurreti  in  whiHi  also 
the  right  el l«nv  joint  was  involved.  He  report*«  that,  when  free  from  attacks,  the  urine 
was  tiiirk  and  frequently  contained  '^edinient.  The  patient  was  nnder  observation  in  my 
private  hc»s[>ital  from  the  tlth  to  the  I3th  of  Jnly.  He  had  tojthi  in  the  ccrnchft  iinris. 
The  daily  excretion  of  urine  U|H:»n  a  niixcHl  diet  amounted  to  UJi-(KB  gram  in  twenty- 
four  hours  with  an  excretion  of  urea  at  alsiut  4t)  grams  and  a  phosphate  excretion  of 
from  rLI-2.3  grams.  I  regiilatetl  the  diet  and  ii<!vi«ed  tiini  to  spcmd  his  summer  in  the 
Tyrol  or  in  Switzerland.  Ife  did  the  latter.  In  the  main,  the  patient  apparently  fol- 
lowtnl  directions.  That  he  rigiiily  adhered  to  the  diet,  jind  absDliitely  avoid*^d  alcohol, 
cannot,  liowever,  Ixi  asserted.  The  l>est  proof  of  this  is  furnished  by  the  reappearance 
of  gouty  paroxysms.  In  the  first  year  during  which  he  adhered  to  the  dietetic  rOgime, 
he  liad  no  otUicks. 

I  cannot  enter  into  details  lie  re ;  the  following  fact  will  sutlice.  When  the  patient 
celebrated  his  fiftieth  birthday,  he  thought  he  could  not  do  without  champagne.  I  know 
Dot  how  much  he  drank,  but  this  I  do  know,  that  the  patient  had  a  very  severe  paroxysm 
of  gont  upon  the  following  day. 

The  following  t*ase  also  is  instructive.  It  proves  that  persons'with  a  gouty 
predisposition  can,  l*y  a  proper  nuMlt*  of  life,  keep  the  disease  in  ehcrk.  If  thej 
fail  to  do  it,  not  only  may  severe  attacks  of  gout  appear  in  rapid  se<|uence, 
but  it  ia  occasionally  observed  tfiat  the  paroxysms  soon  attack  a  greater  nuriiijer 
of  joints. 

Qbsirvatio?!  ITT. — The  romniereial  Councilor  and  City  Counrilnian,  X,  aged  forty- 
mne,  a  ver>^  busy  tiuin.  wlio*e  grandfaUicr  sutrered  greatly  from  pint,  states  that  he 
comes  from  a  family  in  the  main  very  healthy.  Toward  the  end  of  the  sixth  decade  of 
the  last  eiMiturj\  be  liad  Asiatic  cholera  in  \*iennti ;  as  a  young  man  he  had  a  severe 
attack  of  gonorrhea.  The  patient  wa^i  under  okservatiou  in  my  private  hospital  from 
tlie  11th  to  the  14th  of  August,  lSi>9.  l^egartling  his  gout  the  patient  wrote  for  me  the 
following  hi:4tory:  **  About  six  years  ago  I  was  attacked  with  gouty  pains  in  the  great 
toe,  which  apptnired  every  six  months  and  verj"  rapidly  passinl  away.  1  went  to  KifiBingen 
every  year*  whieb  l>enetited  me  greatly.  Laat  year  (1808)  I  had  a  very  painful  attjick 
of  gout  in  the  foot^  particiihirly  in  the  small  joints,  and  in  SeptemWr,  1808,  I  went  to 
Wieslwden.  At  the  bieginning  of  Fehniary  of  the  ftdb>wing  year  (18f*0)  another  and 
ali*o  very  severe  attack  of  gout  occurred,  mainly  in  the  right  knee,  but  also  in  the  small 
joints  of  the  right  fcK>t,  which  kept  me  eonfinefl  to  IhhI  for  atiout  three  weeks.  In  May, 
l8Pfl,  I  went  to  Aix-la-Chap*  lie.  where  T  took  the  hath  eure  for  four  wi^ks,  and  used 
douehe*.  Shortly  after  my  return*  gouty  pfiins  recurred,  but  disapficared  in  a  few  days* 
At  the  present  time,  upon  prolonge<l  sitting*  slight  pains  occur  in  the  joints  of  the  right 
f<M)t  but  ^oon  f>a8.s  away*"  Thi?*  closes  the  report.  The  patient  liad  gouty  tophi  in  the 
right  ear  The  urine  showed  a  trace  of  albumin.  The  intestines  appeared  to  tie  filled 
with  feces*     The  gouty  joints  were  ^cusitive  to  prej».Hure*     The  patient  relates  tliat  the 


136  GOUT 

flttacks  constantly  nitpoar.  nncl  so  siiddenly  and  so  d^ridodly  that  even  ten  minutes  after 
the  oti.'iet  of  an  aUiiuk  he  is  iiiiahlt^  to  walk-  tritely  the  patient  ha^  suffertnl  from 
cramps  in  the  calvt>s.  His  nutrition  ia  gn<K!.  He  is  extreniely  oxeitablo.  and  lives  in 
(XJiisUnt  dread  of  the  appearance  of  a  isuddeu  attnt'k,  Tho  patient  tells  me  that  the 
li*|iR*ur  Lavilh^  licdps  him,  and  purf.'e.s  him  d<M'idedly.  1  ordered  the  observiinet*  of  purely 
dietolte  rules,  and  upon  the  7th  of  Mnrili,  VMm,  tio  wrote  to  me  that  lie  wa.s  rtdhering 
to  my  regulatioTiH,  *"id  since  that  time  lie  hu^  had  no  attuek  of  gout.  Nevertheless,  I 
liave  reason  to  believe  th.it  the  patient  will  not  long  continue  this  mode  of  life,  although 
it  1(4  henetlc'ial  to  him. 

In  regard  to  the  gouiif  paroxtfj^mji  and  the  relative  froqiiency  with  which 
the  individual  joints  are  attacked  by  the  gouty  process,  what  ha>*  already  been 
stated  may  be  amplified  by  the  following  account.  The  joints  of  the  knee, 
elbow,  and  vertebra  are  far  less  fre^iuently  attacked  than  the  joints  of  the 
toes  and  the  tarsal  joint,  but  among  tlR'sc  rarer  localizations  tlnit  of  the  Vnt^a- 
joint  is  f)erhaps  the  most  fre<]uent.  i  once  t^aw  in  a  patient  aged  fifty-four, 
after  all  the  peripheral  joints  had  been  attacke<l  by  gont>^  paroxysms,  an  acute 
gouty  intlammatinn  of  the  left  sternoclavicular  joint.  Any  joint  may  be 
attacked  by  gout ;  even  the  small  joints  of  the  larynx  have  been  found  in- 
volved. This  much  is  evidently  certain,  that  gmity  changes  in  the  joints  of 
the  legs  are  not  only  earlier  but  also  far  more  common  than  in  the  joints  of 
the  upper  extremities.  The  joints  of  the  baud  and  of  the  elbow  are  as  a  rule 
simultaneously  involved.  The  premonitory  as  well  as  intermediate  symptoms, 
to  be  discussed  later,  may  become  aggravated  with  the  appearance  of  an  acute 
paroxysm  of  gout. 

In  connection  with  this  description  of  an  acute  attack  of  gont  it  appears 
necessary  to  say  a  few  words  in  regard  to  the  composition  of  the  urine,  espe- 
cially as  to  the  excretion  of  uric  acid.  Garrod  assumed  that  during  the  acute 
attack  the  amount  of  uric  acid  excreted  was  diminished.  He  considered  this 
to  be  due  to  a  functional  disturbance  of  renal  activity,  apparently  because  he 
was  unable  to  fmd  ouiterial  changes  in  the  kidneys.  This  diminished  excre- 
tion of  uric  acid  led  Garrod,  as  already  stated,  to  believe  the  gouty  attack 
due  to  a  retention  of  uric  acid  in  the  body,  i.  e.,  a  generalized  uric  acid 
stasis.  Garrod 's  view  is  vulnerable  from  more  than  one  point.  It  must  be  first 
stated  that  a  product  of  metabolism  which  may  be  still  further  decompose<i 
in  the  body  may,  during  this  further  decomposition,  appear  in  diminishcfl 
amounts  in  the  urine ;  hence  it  cannot  be  concluded  from  its  lessened  excre- 
tion in  the  urine  that  it  is  also  produced  in  diminished  amount  in  the 
organism.  Furthermore,  if  the  view  of  Garrod  were  actually  correct,  it  is 
inciJtnprrbensible  why — ^as  in  the  majority  of  cases — the  atta(  k  of  gout  should 
be  loeuliKerl  in  the  metatarsoplialangeal  joint  of  the  great  toe.  Now,  however, 
since  tlie  old,  quite  unfrnstworthy  methods  of  estimating  nric  acid  in  the 
urine  have  been  replacetl  by  reliable  ones,  it  has  been  demonstrated  not  only 
that  the  amount  of  uric  acid  excreted  during  an  attack  of  gout  is  not  decreased 
but  that  it  is  either  normal  or  decidedly  increased.  It  is  by  no  means  necessary 
that  nrie  acid  sediment  or  urate  sediments  should  be  found  in  the  urine.  An 
increased  excretion  of  nric  acid  during  an  attack  of  gont  is  in  the  main  due 
only  to  Ihe  attack  itself.  Tt  has  l>een  shonm  to  be  iudependcnt  of  the  mtttiro 
of  the  food  and  of  the  total  albumin  metabolism.     Thus  tlie  view  expressed 
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above  gains  support  from  the  fact  that,  in  the  gontj  prowss,  an  increased 
production  of  uric  acid  oeciirs,  and  plays  an  important  role.  In  the  cases  of 
gout  complicated  with  severe  renal  intlanimation  the  complete  retention  of 
the  excretory  function  of  the  kidney  for  uric  acid  is  proven  beyond  doubt  by 
the  fact  that,  on  the  administration  of  food  rich  in  nuelein,  the  amount  of 
uric  acid  in  the  urine  of  such  persons  may  be  increased. 

Associated  with  typical  attacks  of  gout  and  occasionally  without  such 
attacks  having  [ireceded,  in  a  certain  proportion  of  gouty  patients  depoj^its  of 
crystals  which  consist  of  acid  sodium  urate  take  place  in  the  tissues.  Tl^ese 
prove  that  we  are  dealing  with  gout.  Most  fretjuently  they  are  found  in  the 
joints  in  which  one  or  more  attacks  of  gout  have  occurred,  and  most  commonly 
in  the  first  nietatarsoplialangeal  joint,  in  which  the  first  and  the  most  fre- 
quent paroxysms  of  gout  are  localized.  However,  it  sometimes  happens  that 
these  deposits  are  absent  even  when  many  typical  attacks  of  gout  have  pre- 
ceded, A  prore<iuisite  for  the  production  of  such  urate  deposits  is  tissue 
necrosis  in  the  alTcotod  parts  of  the  liody.  If  the  deposit  of  urate  in  the  tissue 
fiecurs  in  a  noduhir  foriu,  gout  xodi^les  (tophi)  are  spoken  of.  The  number 
of  these  in  the  same  individual  may  be  quite  large.  The  size  of  the  tophi 
varies  decidtnily ;  small  at  the  beginning,  they  may  attain  the  size  of  a  chestnut 
or  even  become  larger  The  analysis  of  two  gouty  nodules  in  the  laboratory 
of  my  clinic  shows  that  the  first  consisted  mainly  of  uric  acid  (5^.?  per  cent.) 
and  alkalies  which  formed  urates  with  it  (nearly  70  per  cent.).  These  urates 
are  to  l^e  looked  upon  as  monosodium  urates  (Tollens),  though  Roberts  desig- 
nates them  as  biurates.  There  is  also  al>out  28  per  cent,  of  animal  matter 
present.  Phosphoric  acid,  calcium  and  uiagnesiuui — all  three  in  cotubination 
— were  present  only  in  traces.  The  analysis  of  the  second  gouty  tophus  showed 
in  the  main  analogous  conditions.  Here  also  uric  acid  made  up  the  highest 
percentage  ((iL*<27  per  cent.)  ;  sodium  oxid  gave  12.28  per  cent.»  and  animal 
matter  2*!.4o  per  cent.  For  the  {iractitioner,  of  course,  these  gouty  tophi 
which  are  easily  found  and  unquestionable  are  of  chief  interest  from  their 
diagnostic  value,  Ko  error  in  diagnosis  can  be  made  in  the  case  of  a  gouty 
patient  with  tophi  in  the  ear,  where  they  not  infrequently  develop  in  great 
numbers.  Gouty  tophi  may,  however,  develop  at  very  different  parts  of  the 
hofly.  The  bursts  nmwsa  which  are  usually  implicated  in  primary  arthritic 
gout*  and  which  are  very  frequently  tilled  with  urate  containing  material,  be- 
come the  seat  of  such  tophi.  Kvery  fresh  gouty  inflammation  which  is  localized 
there,  as  a  nde,  produces  a  paroxysmal  inerea.^  of  the  tophus.  The  bursa 
over  the  olecranon  jiroccss  appears  to  be  the  preferred  seat  of  such  gouty  con- 
cretions. Here  in  some  patients  the  first  gouty  tophus  develops.  These  uratic 
deposits  sometimes  form  without  pain.  There  is  at  first  swelling  from  which, 
upon  puncture,  a  white  cream-like  fluid  consisting  of  acid  so<iium  urate  exudes. 
Later  these  tophi  become  hard  and  firm.  They  may  disintegrate,  and  form 
gouty  ulcers,  the  base  of  which  is  the  previously  mentioned  urates.  The  ulcers 
are  slow  in  healing  and  may,  according  to  their  localization,  etc.,  lead  to  seri* 
oils  consef|uenccs  when  suppuration  develops.  Even  when  the  urate  masses  sep- 
arate and  the  ulcers  finally  heal,  they  show  a  constant  tendency  to  again  form. 
To  illustrate  the  clinical  history  of  gouty  tophi  some  cases  may  be  quoted: 


Obsekvation  IV.^TIiia  record  shows  what  I  have  already  emphaticaUT  stated  that, 
in  coniparjitively  young  persons  who  are  attacked  by  primary  arthritic  gout,  an  e^tt^nsive 
topbua  forintition  may  occur.  This  patient  was  a  merchant,  aged  twenty-five,  from 
Cleveland  liJhio),  who  was  evidently  always  a  great  eater,  whereas  he  took  scarcely  any 
alcohol,  nor  was  there  any  family  predisposition*  Even  in  bis  tenth  year  the  patient 
auffered  from  decided  cram  pa  in  the  calves,  and  in  his  sixteenth  year  he  had  an  Attack 
of  gout  in  the  firnt  left  ti]etatar»ophalangfa]  joint*  These  attacks  recurred  fret^uently, 
and  as  time  pa»8ed  the  intervals  became  shorter.  In  thei^  paroxysms  not  only  the  various 
small  but  oIm>  the  large  joints,  occasionally  flevenil  sitnultaneou^ly^  were  JnvolvedL  Tlie 
severest  attacks  always  occurrt^d  in  spring  and  late  autumn.  About  a  year  and  a  half 
after  the  first  attack — in  the  patient's  ei*rbteenth  year — tlie  first  gouty  tophi  appeared 
in  the  left  ear.  Tlie  paroxyHiiis  almost  always  came  on  8udclenly ;  ouly  rarely  were 
drawing  [mins  in  the  joints*  present  as  prodromes,  and  in  the>*e  joints  the  attack  was 
usually  localized.  Psyrhicjil  disturbance  was  said  to  favor  the  appearantt*  of  the 
attiickn.  I  Aaw  the  patient  for  the  firnt  time  upon  8eptemWr  29,  1885.  He  weighed  124 
jKHindH.  Hi8  weight  i>*  said  to  hiive  never  l>een  jrreater  than  this.  He  was  a  pale,  medium- 
sijsed  man  and  bad  a  lar^'e  niuiiber  of  gouty  tophi  in  both  ears.  The  third  phalanx  of 
the  little  finger  of  the  left  hand  was  thickened  to  more  than  double  its  size  in  conse- 
quence of  gouty  depc^^♦ita.  Gouty  swellings  were  also  found  in  several  of  the  other  jointa 
of  the  finger.  Between  the  iirsi  and  second  philanges  of  the  middle  finger  there  was  an 
extensor  temhm  with  a  moviible,  indolent  gouty  nodule.  A  somewhat  snuiller  one  wa.s 
Hituatefl  UfKm  the  radinl  shh'  of  the  left  imlex  finger.  Tophi  were  absent  Ufwrn  the  right 
hand.  I'pm  the  third  Uta  of  the  right  foc»t  a  tophus  alKiut  the  size  of  a  hazelnut  was 
pretient.  l^i>«n  the  left  foot  there  were  i^\o  imduleH  which  had  ruptured.  One  of  these 
gouty  ulcers  was  situated  upon  the  nail  pliabinx  of  the  great  toe.  the  other  at  the  heel. 
The  wkin  surrounding  these  ulcers  wan  inflnnu-d.  Where  these  gout  tophi  had  ruptured, 
white,  chalky,  urate  masses  exuded-  About  fourtt*en  dsiys  after  the  rupture  of  the 
to[jhuH  at  the  heel,  alnao.st  all  of  the  urate  iiiasse^i  had  iK-en  disehargt^L  In  the  large 
joints  no  tf+fihi  were  to  \h^  sinni,  nor  were  any  deformities  noted.  The  ttp|ietite  of  the 
patient  continued  good;  the  hf»wels  were  regular.  Aliout  Septemtier  20,  1883,  nine  dm^ 
iH-fon^  the  piitient  canie  under  my  observation,  he  had  an  acute  attack,  running  an 
afi'lirile  rmirs*\  not  aeccimpanif^  by  disturli^uice  of  the  appetite  nor  of  tlie  general  system 
and  hx'ali/x'd  in  the  left  heel,  the  fingers  of  the  right  hand,  and  the  right  ellMiw-joint ; 
amelioratifm  Wgan  Ufion  the  6th  of  (Vtolwr.  The  internal  organs  of  the  patient  were 
rjorinal  and  he  was  by  no  means  cacheetie.  The  urine  did  not  contain  albumin  nor  sugar. 
The  daily  excretion  of  urea  at  the  height  of  the  Inst  nientiomMl  attack  varitnl  between 
23, .3  and  27.1  grams  in  twenty- four  hours.  The  uric  acid  estimations,  at  that  time 
nuide  by  Heintz's  method,  can  no  longer  \w  utilissed.  The  examination  of  the  sweat  of 
tlie  patient  Ijv  means  of  the  niurexid  test  for  uric  acid  gave  a  brown  color  with  nitric 
acid,  which  njxjn  the  addition  of  aomionium  changtHl  to  a  yellowish  brown.  In  the 
fo^o^^ing  winter,  in  Abbazia,  the  patient  had  an  attack  of  gout  which  lasted  for  two 
wreks.  In  eoanettirm  with  this  a  gouty  tophu»i  developed  upon  the  llexor  side  of  the 
mMHind  phalanx  of  the  ring  finger  of  the  right  hand  which  the  patient  showed  to  me 
wht*n  he  consulted  me  in  the  following  May.  After  a  stay  in  Abbazia,  he  also  went  to 
other  places  in  Italy,  and  although  he  had  no  further  attacks  of  gout  he  felt  by  no 
mean'*  well. 

We  see  in  this  observation  a  ease  of  primary  arthritic  gout  which  be^ati 
efirly  in  life;  paroxysms  rapidly  sneceeded  each  other  and  very  soon  led  to 
f|yite  extensive  tophus  formatiou. 

Uout  showi?  a  varying  course.  In  regard  to  the  paroxysm,  it  nuist  he 
emphasized  here  that  with  a  slight  gouty  predii^position  combined  with  a  Riit- 
able  immner  of  life,  the  typieal  attacks^  occur  only  rarely  and  pursue  a  short 
and  mild  course.  Attacks  of  front  which  are  of  rare  occiirrenee  may  asi^ume 
a  dciinite  periodic  type.  I  knew  an  army  ofUcer  of  bi^h  rank  who  lived  to 
be  over  eighty  years  of  age,  and  who,  up  to  the  time  of  \m  death,  had  each 
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year  im  attack  of  gout.  People  with  slight  gtmiy  prc*ilispositioii^  in  whom 
gout  develops  luiiler  the  influence  of  one  or  uiore  favoring  factors,  may  keep 
the  disease  in  cheek  provided  these  predisposing  factors  are  removed.  Thus, 
for  example,  if  the  patient  niodifies  his  Diode  of  life  he  may  conf|uer  the 
existing  pathological  predisposition  which  would  otherwise  enslave  him.  If 
such  per^oos  have  heen  exempt  from  gout  for  a  longer  period  than  usual,  they 
flatter  themselves  that  tlu'v  have  heeo  permanently  cured  of  gout,  although 
the  fihysician  may  have  frequently  caiitiVmed  Ihem  to  tlie  contrary:  hut  they 
learn  only  too  soon,  if  they  return  to  their  former  manner  of  life,  that  this 
is  by  no  meani?  the  case.  A  single  excess  is  suffieient  to  reawaken  the  slumber- 
ing predisjmsition  to  the  disease. 

We  now  tura  to  the  deseripiion  of  the  phemonitory  and  iktermedtate 
symptoms  by  which,  as  already  remarkefl,  1  desire  to  have  und^Tstnod  those 
symptoms  whit^h  precede  the  individual  paroxynms  or  are  present  between 
the  attacks.  Wlten  the  indivi<lual  attacks  of  gout  have  pa^ised  off,  and  during 
the  peridd  free  from  attacks,  gouty  patients  are  often  troubled  with  a  numWr 
of  aihueuts,  I  shall  here  exclude  entirely  those  symptoms  which  are  due  to 
the  implication  of  the  internal  organs,  and  also  others  which  not  rarely  com- 
plicate the  pathological  process:  of  these  T  shall  speak  later.  In  the  period 
free  from  attacks,  there  is  often  more  or  less  decided  discomfort,  referrtil 
particuhirly  to  tlie  joints  which  have  betm  aflwted,  but  also  to  those  not 
attacked  in  the  paroxysms;  the^e  disturbances  often  afTect  the  muscles  and 
bones  of  the  surrounding  areas.  We  must  especially  menti^^n  liere  that  tliere 
is  sometimes  marked  sensitiveness  to  pressure  in  the  periosteum;  this  is 
elicited  by  pressure  of  the  skin  covering  the  bones,  particularly  the  superficial 
bones  such  fm  the  shin,  but  also  the  sternum,  and  more  often  the  ribs.  More 
trouhlesome,  because  often  acute  and  nsheretl  in  with  great  severity,  are  the 
muscular  symptoms,  especially  the  painful  cramps  in  ike  legs  winch  recur  fre- 
quently:  no  lese<  unpleasant  are  the  so-called  rheumatic  pains  in  the  himhar 
region  called  by  the  tjennans  ^^  Ilcrenschms,^'  popularly  known  in  English  as 
"  crich  in  the  back/'  To  this  may  be  added  vague,  wandering,  muscular  pains 
and  a  sensation  of  extreme  faligue  whicli  have  a  particularly  depressing  elfect 
upon  the  patient.  Although  these  nniscular  symptoms  are  by  no  means 
patliognonionic  of  gout — for  we  olisene  analogous  sxioptoms  oceasioually  also 
in  dial>etes — they  have,  notwithstanding,  a  certain  diagnostic  value.  Between 
gout,  dialietes  mellitus  and  ol»esity,  there  are  intimate  relationships,  I  have 
incluiled  these  three  diseases  in  a  pathologic  group  as  "  general  diseases  of  (he 
protophi.Mm  wilh  a  her  edit  an/  predisposilion/^  * 

Similar  to  the  intermediate  symptoms  are  those  which  precede  the  attacks. 
These  may  exist  for  years  U^^fore  the  outbreak  of  a  ]iaroxysm.  According  to 
my  experience,  such  symptoms  may  be  ]>resent  in  persons  with  slight  gouty 
predispfisitiou  who  are  nf  active  hMliits  and  live  temi>erately ;  they  remain  the 
only  indication  of  the  affect i^n  and  a  gouty  paroxysm  never  appears. 

It  is  obvious  that  premonitory  and  intermediate  s}inptoms  may  also  occur, 

I  Deutsche  med.  Wochcttftchr.^  1808,  Nr.  44,  itnd  Vrrhandluntim  der  deut9chvn  Nutuf^ 
fifrncK^  und  Aerzte,  70;  Vcraammlung,  2.  Hlllft^,  Leipzig,  18110,  p,  73, 
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soon  or  kte,  in  consequence  of  implication  of  the  internal  organs  in  the  gouty 
process,  for.  In  priiiiarv  arthritic  gout,  as  already  ejtphiined,  the  entire  organ- 
ism is  more  or  less  damaged  in  the  course  of  time.  These  deleterious  effects 
will  show  themselves  earliest  in  persons  whose  gouty  predisposition  is  severest 
and  in  those  who  are  most  exposetl  to  the  exciting  causes  of  the  disease.  The 
acutest  cases,  however,  are  those  in  wliich  several  auxiliary  causes  become  active 
in  comhination  with  a  decidcHlly  gouty  predis}w>sition.  Under  such  circum- 
stances it  may  rapidly  Ijccome  apparent  that,  as  is  true  also  in  primary  arthritic 
gout,  **  Totitm  corpus  est  podagra/^ 

This  leads  us  to  the  discussion  of  so-cidled  visceral  gout.  This  indicates 
nothing  else  than  the  implication  of  various  other  tissues  nud  orgjins  in  I  he 
gouty  process.  In  gout  there  is  a  decided  tendency  to  caiarrhal  inffammation 
of  the  mucous  membrane,  and  perhafis  of  the  digffiUve  canal,  while  even  with- 
out this,  many  gouty  ptitients  tlirow  too  luueh  lahor  upon  their  digestive 
organs,  hv  iirimodcrate  eating  and  drinkiug,  thus  exposing  them  to  iutlimima- 
tory  alTections  of  this  nature.  We  may  mention,  in  passing,  the  frequent 
catarrhal  affections  of  the  mouth  and  pharynx  in  gout.  The  tongue,  too,  often 
takes  psirt  in  this.  Among  the  etiological  factors  in  so-called  psormxb  Ungufv^ 
gold  must  be  included.  Worthy  of  note  in  the  gouty  is  the  loosrriing  of  the 
teeth  which  is  often  obser\'e<i,  and  terminates  in  their  premature  falling  out ; 
an  alveolar  periostitis  is  looked  upon  as  the  essential  cause  of  this  very  dis- 
agrceolde  synifviom.  Natundly  the  stomach  is  early  implicated  in  gout,  and 
it  has  been  quite  properly  said  that  the  stomach  is  in  gout  what  the  heart  is 
in  rheumatism.  The  gastric  dyspepsias  of  the  gouty  play  a  great  role  in  the 
symptnmatologj\  even  in  those  cases  in  which  special  dietetic  errors  cannot  be 
proven.  The  causes  of  these  dyspepsias  are  manifold  as  has  been  demonstrated 
l)y  rctM3nt  investigations.  In  the  f»aro.\ysms  of  gout  a  decreased  motility  of 
tlie  stonuieli  and  si  decided  diminution  of  fhe  degree  of  acidity  of  the  gastric 
juice  has  been  observed;  a  deficiency  in  HCl  is  said  to  be  especially  common. 
It  is  certainly  true  that  in  gouty  patients  difspeptic  stfmptoms  of  all  kinds, 
among  which  anorexia  is  perhaps  in  the  front  rank,  are  wont  to  appear.  Just 
as  frequent  in  gout  are  Inirsthia!  di/spepslas.  Often  in  this  comlition  we 
observe  very  troublesome  and  obstinate  confitipaiion,  by  the  removal  of  which, 
after  treatment  of  the  stomach  has  been  <piite  inetlectuaK  in  many  cases  the 
gastric  dyspeptic  s\miptoms  entirely  disappear  and  even  the  symptoms  of  gout 
in  the  extremities  are  dcfidediy  improved.  To  the  sytnpttHns  in  primary 
arthritic  gout  referred  to  the  digestive  canal,  we  may  add  that  in  this  condition 
also  funrtional  distnrhances  of  the  adirtty  of  the  liver  are  noted.  That  inti- 
mate co-rehifion  exists  between  gout  jmd  the  liver  can  hardly  be  doubted, 
Charcot  and  others  have  even  looke<l  upon  gout  as  the  result  of  a  functional 
disturbance  of  the  liven  However,  it  is  not  the  purpose  of  this  article  to  enter 
upon  the  discussion  of  Ihesc  comjdicated  and  theoretic  questions.  On  the 
other  hand,  the  practical  and  important  point  in  treatment  is  to  he  empha- 
sij^ed,  tlud  primovfj  ftrthrifir  gout  and  rhoIt'lithia,'iis  occur  simulfaneouslv  with 
compflrative  frerjuency.  Among  other  factors,  the  predisposition  in  gout  of 
the  mucous  membrane  of  fhe  biliary  passages  to  inflammatory  processes  analo- 
gous to  that  of  other  mucous  membranes  may  represent  an  important  link  in 
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the  chain  connecting  these  pathalogie  prof-e'^set;.  It  may  l>o  hero  menlinoed 
that  in  the  etiology  of  tlie  so-called  hyperirophk  fu'pafir  rirrhods  gout  appar- 
ently plays  a  part;  indeed  the  liver  appears  to  l*e  implicated  in  primary 
arthritic  gout,  and  even  more  frequently  than  is  nsually  assruned. 

However,  the  hmrt  and  the  rfu^etthr  st/sti'm  |day  a  far  more  important  role 
in  gout  llism  the  liver,  at  least  from  the  stand|)oint  of  the  practitioner. 

In  reganl  to  the  heart,  it  may  be  remarked  that  in  primary  arthritic  gont 
functional  disturbances  oeeur  fi^equently;  such  are  palpitation,  intermittent 
binits,  arrhythmia,  anrl  other  irregularities  of  the  hearths  action,  decided  pain  in 
the  preeordia,  etc.  These  nceiir  mostly  as  prodromal  or  intermediate  symp- 
toms, and  as  a  rule  diminish  wilh  the  development  of  the  gouty  paroxysm. 
In  general,  they  are  not  of  seriou;*  import,  and  are  often  mild  and  transitory; 
nevertheless,  they  are  fre<piently  distressing  to  the  patient.  I  have  often 
observed  sueh  ]>rodromal  s}nni>toms  in  gouty  patients  combined  with  stubborn 
intcsliiial  distil rbanees,  jirineipally  obstinate  constipation,  and  have  seen  the 
cardiac  symptoms  disappear  with  a  proper  evacuation  of  the  bowels  after  large 
encniata  of  oil.  These  functional  cardiac  disturbances  which  develop  in  pri- 
mary arthritic  gout  are  usually  observed  in  persons  undnr  fifty  years  of  age. 
In  older  persons,  especially  in  such  as  have  had  a  number  of  severe  attacks  of 
gout,  we  should  hear  in  mind  that  these  symptoms  are  caiused  by  organic 
ehanges  in  the  circulatory  apparatus,  even  though  by  physical  examination 
no  gross  disturbance  can  he  determined.  1  am  very  careful  not  to  say  in  such 
ca.ses  ^*  The  heart  is  normal/'  Imt  content  myself  with  the  expression:  "  I  can 
find  nothing  abnormal  in  the  heart/'  Particularly  serious  in  such  eases  are 
attacks  of  angina  pectoris,  although  I  know  quite  a  number  of  gout\'  patients 
wdio,  in  spite  of  this,  have  lived  for  a  long  time.  In  the  case  of  older  gouty 
patients,  especially  those  who  suffer  from  attacks  of  angina  pectoris,  there  is 
often  disease  of  the  coronary  arteries.  In  fact  w^e  see,  as  the  result  of  gout, 
all  the  ditferenfe  parts  of  the  heart  (myocardium,  endocardium,  valves,  peri- 
cardiuNi?)  aftaektxl.  sometimes  singly,  sometimes  in  combination.  Occasion- 
ally,  deposits  of  urates  have  Ijoen  found  in  the  excrescences  of  I  he  cardiac  valves 
and  in  so-called  ossification  of  the  aortal*  Apart  from  these  cardiac  disturb- 
ances, there  is  also  gouty  renal  inflammation  which  occurs  in  primary  arthritic 
gout  after  a  longer  or  shorter  time,  and  I  shall  revert  to  this  later.  There 
are  no  specific  cardiac  s^nnptoms  of  gout;  nevertheless,  when  investigating  the 
etiology  of  attacks  of  angina  pectoris,  we  should  in  the  first  place  think  of 
gouL  How  a  cardiac  affection  can  arise  upon  a  gouty  bai?is  may  perhaps  lie 
nnderstood  from  the  etiolog^\  We  can  readily  understand  that,  in  the  course 
of  primar}'  arthritic  gout,  the  heart  as  well  as  the  vascular  system  must  become 
damaged  because  the  organs  of  circulation  are  overwhelmed  with  I  flood  laden 
with  urates  W'hich  do  them  injury.  In  the  arteries,  under  the.se  circumstances, 
there  is  develoyied  a  chronic  inflammaforv  process,  atheroma  or  an  endarteritis; 
and  phlel>ectases  must  also  be  explained  in  the  same  manner,  at  least  in  part. 

Frequently  dispose  of  the  nrinary  orgnnn  develops  in  the  course  of  primary 
arthritic  gout.  I  refer  in  the  first  place  to  the  compHcation  of  gout  with 
nephrolithiasis.  This  latter  association  has  been  denied  by  some,  but  incor- 
rectly; by  others  it  is  declared  to  be  a  mere  coincidence*    But  here,  in  my 
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opinion,  there  may  be  a  causal  relation  as  well  m  in  the  not  infrequent  occnr- 
renee  of  gall-stones  in  gouty  patients  (see  al)Ove)  with  or  without  simultaneon.^ 
urolithiasis,  (See  my  article,  *' Einige  Benierkuugen  iiber  die  Beziehungen 
zwisehen  tier  Gicht  und  den  Stcinkrankheiten:"  Aerztlicbe  Praxis,  1901,  Xr, 
4,  where  I  have  dtseus-sed  tliese  (pU'stions  at  length.) 

I  shall  now  coni^ider  the  condition  of  the  kidnnjs  in  primary  arthritic  govt. 

At  the  autopsy  of  those  who  have  suffered  from  this  disease,  the  kidneys 
may  be  found  quite  sound  and  normal,  even  in  the  cases  in  which  deciiled 
gouty  changes  in  the  joints  had  taken  place.  In  other  eases,  the  kidneys  are 
variously  altered  by  the  morbid  process.  We  find  etironic  interstitial  changes 
with  especial  frequency,  usually  the  picture  of  genuine  contracted  kidney. 
With  this,  amyloid  dcgencrntion  of  the  kidney  is  often  found.  Deposits  of 
urates  may  be  entirely  absent  in  the  kidney  and  in  such  eases  wc  are  unable 
to  recognize  the  etiology  from  the  anatomical  changes.  Tn  other  cases  Iwsidcs 
a  more  or  less  advanced  nephritis,  urate  crystals  are  found  in  the  uriniferous 
tubules.  Even  this  c^^ndition  J  do  not  believe  to  be  characteristic  of  gout* 
Finally,  wc  may  note  in  the  degenerated  kidneys  typical  foci  of  necrosis  with 
urate  de|)osits  which  closely  resemble  gouty  tophi,  both  consisting  of  mono- 
sodium  urate  (Tollens).  Nephriiis  due  to  gout,  in  the  main,  shows  the  same 
symptom-complex  as  when  due  to  other  etiologic  factors.  So-called  goutff 
gonorrhea  has  been  much  di.scussed;  it  is  certainly  a  rare  affection,  in  which, 
in  so  far  as  1  have  been  able  to  form  an  opinion,  we  are  principally  concerned 
with  a  catarrh  of  the  excretory  ducts  of  the  prostate, 

Inthimmation  of  the  mitcous  membranes  of  ike  respiratory  organs  is  by 
no  means  rare  in  gout,  and  this  is  not  remarkable  in  view  of  what  has  Ijeen 
stated  regarding  gouty  disease  of  the  mucous  meruliraoes.  No  further  expla- 
nation is  required  concerning  the  way  in  which  gout  produces  this  complica- 
tion, nor  why  in  this  dist^asc  there  is  a  predisposition  to  nutritive  disturbance 
of  the  lungs  themselves,  which  favors  the  development  of  ptilmonary  prnphy- 
stma.  It  is  also  evident  that  gout  by  no  ?neans  excludes  the  development  of 
pulmonary  tuberculosis  and  other  alTections  of  the  lungs.  Pulmonar}^  tuber- 
culosis and  gout  not  infrequently  occur  in  combination.  In  the  larynx  specific 
gouty  prot*esses  also  occasionally  take  place. 

The  symptoms  on  the  part  of  the  nrrvous  system  are  of  special  interest. 
As  is  well  known,  many  celebrated  clinicians  have  maintaincil  the  opinion,  to 
which  some  still  a<lhcre,  that  gout  is  essentially  a  trophonpurosis,  or  a  distuH)- 
anee  of  the  nutritive  function.  This  need  not  be  here  discusscil.  Certainly 
disturbances  in  all  parts  of  the  nervous  system  often  accompany  gout,  but 
many  of  the  usual  crrchnti  affertlons  are  due  to  vascular  changes  produced  in 
the  course  of  the  malady.  Diseases  of  the  cerebral  vessels  have  frequently 
been  j>roven  to  be  the  cause  of  severe  diseases  of  the  brain,  for  example,  of 
cerebral  hemorrhage. 

Often,  however,  in  primary  arfhritic  gout,  so-called  general  neuroses  are 
observed,  i.e.,  those  atfections  of  the  central  nervous  system  for. which  no 
constant  material  substratum  can  be  found.  Among  these  I  must  first  men- 
tion the  severe  jteifrajilhpnic  cnndl turns  which  sometimes  reach  the  highest 
degree   of  hypovhondriac   depression;   and    wliich    in   some   cases   may   eveu 
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occur  in  paroxysms.  In  this  p*oup  also  lH*lnn<T^  vrriigo^  which,  hnwevor, 
a^s  e^xperience  has  taught  me,  iimy  iilso  l>e  ilue  to  discui^e  of  the  audi- 
tory apparatus  in  connection  with  gout.  Here  we  must  also  mention  migraine 
80  coniiiirtnly  a^tioeiated  with  gnnt,  hut  which  ap[»ari'ntly  dL'veln[)s  under  vary- 
ing eonilitions.  (Jouhf  pamh/ses  and  nniraftjifi^,  a  in  on  ^^  whieli  we  find  the 
Yisceral  form,  are  in  many  cases  due  to  neuritis.  The  gouty  aHeelionii  of  the 
organs  of  special  sense, in  which,  p<^r haps,  those  of  the  eye  fill  a  prominent  place, 
require  description  hy  a  i^ipeeialist.  It  need  only  here  be  remarked  that  ghin- 
coma,  so  far  as  I  am  able  to  nnderstand  the  condition,  is  usually  due  to  grvut. 

That  gout  plays  a  prominent  role  in  the  etioleg}^  of  rutan^'ous  afffclion^ 
cannot  Be  doubt^:^.  We  have  already  described  the  gouty  inflammation  of  the 
gkin  in  the  paroxysms;  to  these  also  belong  the  so-ealled  copper  nose  which  is 
not  always  due  to  gout,  but  arises  so  frefpiently  in  gouly  patients  that  a  causal 
relation  between  them  may  be  looked  upon  as  very  likely.  This  appearance  of 
*'  rhinagra/'  which  usually  runs  a  chronie  course  in  this  prominent  portion 
of  the  human  eountenana%  must  be  considered  analogous  to  the  gouty  processes 
in  the  ear.  However,  within  the  limits  of  my  experience,  necrotic  processes 
of  the  skin  rarely  occur  in  the  nose,  and,  therefore,  gouty  toj)hi  are  absent 
there.  In  regard  to  gouty  concretions  in  the  skin  and  in  the  subcutaneous 
connective  tissue  of  the  various  regions  of  the  lyody,  it  is  unnecessary  to  speak 
further.  Occasionally  hjmphanfjifis  is  seen  as  a  consequence  of  gout.  This 
condition  does  not  give  rise  to  ditliculties  according  to  the  views  which  I  have 
formed  of  the  pathogenesis  of  primary  arthritic  gout.  Gouty  eczmia  and 
gouty  psoriasis  are  frequently  mentional.  It  is  at  once  evident  that  in  the 
development  of  the  former  the  irritation  of  the  skin  in  gout,  like  the  gouty 
intlammation  of  the  mucous  memliranes,  forms  a  predisposing  factor  In 
psoriasis,  of  the  cause  of  which  we  know  so  little,  I  have  not  succe«:Mled  in 
deducing  any  reliable  connection  between  it  and  gout;  I  do  not,  however,  by 
any  means  desire  to  deny  the  existence  of  such  a  connection,  particularly  as 
psoriasis  and  gout  so  often  orcnr  side  by  side.  The  same  is  also  true  of  cer- 
tain cutaneous  affections  which  may  be  referrcfl  to  vasomotor  disturbance, 
among  which  1  desire  primarily  to  call  attention  to  urficaria,  which  often 
appears  as  a  chronic  affection  in  gouty  women.  That  these  cutaneous  affec- 
tions are  invariably  due  to  gout  I  naturally  do  not  believe.  Finally,  it  may 
here  be  mentioncfl  that  aioprcia  is  sometimes  found  assf>ciatcd  with  gout, 
dthough  in  these  eases  quite  a  numl>er  of  other  etiologic  factors  may  bring 
about  the  condition. 

At  this  place  only  a  reriew  of  the  more  frequent  symptoms  in  so-called  vis- 
ceral gout  can  be  given.  In  the  consideratton  of  the  diseases  which  occasion- 
ally accompany  gout,  the  question  will  and  must  occur  whether  there  is  actually 
a  causal  connection  between  them.  If  we  reflect  that  in  gout  all  the  organs 
are  subject  to  a  certain  tissue  irritation,  we  shall  be  inclined  to  regard  many 
diseases  as  due  to  gout.  The  fact  is  of  interest  that  celebrated  French  inves- 
tigators, such  as  Bazin  and  Ch.  Bouchard,  are  of  the  opinion  that  cancer  is 
the  result  of  gout.  The  former  has  even  said  that  gouty  patients  are  par- 
ticularly apt  to  succumb  to  cancer,  especially  to  cancer  of  the  rectum  or  of 
the  bladder.     I  shall  not  enter  into  this  in  detail.    On  the  other  band,  the 
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fact  must  be  expressly  pointed  out  that  goui^  ohediy  and  dwhpirs  melUtiiA 
are  intimately  related,  which  is  evident  from  the  circumstimce  that  two  of 
the.^ie  diseases,  or  not  infreqiiently  all  three,  Kinuiltaneoui^lv  orrur  in  the  same 
person.  There  is  an  extensive  literature  re<?arding  the  eon  net  t  inn  between 
obesity  and  gout,  Some  look  upon  ohesify  and  ^^out  as  inseparable  aceom- 
paninients  of  one  another.  Still  I  must  emphatieally  stato  here  that  gouty 
patients  are  by  no  means  all  fat,  Many  are  f^o,  but  even  these  may  emaciate 
after  they  have  beeonie  eachectie  as  the  result  of  pout  Oertaiiily  there  are. 
as  has  been  stated,  many  fat  gouty  patients,  and  I  may  here  refer  to  my  arti- 
cle upon  obesity,  in  which  I  mentioned  such  a  ease  occurring  in  my  praetic 
and  took  occasion  to  discuss  Ihc  relation  between  gout  and  obesity  somewhat 
more  in  defaib  This  observation  is  specially  interesting  because  it  eoneerns  a 
lady  who  bad  well  developt'd  typical  attacks  of  gout,  which  are  hv  no  means  so 
rare  as  is  usually  supposed,  but,  on  the  contrary,  in  my  experience,  are  fre- 
quent euongb  in  women  sntforing  from  obesity.  In  discussing  obesity,  I  re- 
ferred to  the  development  of  ffat-foot  which  we  oecasionaOy  observe  with  in- 
creasing corpidence,  particularly  in  persons  witli  a  hrrt'dUffr^j  predisposition  to 
obesity  and  gout;  these  are  mostly  young  individuals  of  eitlier  sex.  The  rela- 
tions betwcL-n  gout  and  diabetes  jneUiius  need  nut  lie  here  considered.  But  it 
may  be  noted  that  gouty  and  diabetic  symptoms  not  iufrcfjuently  alternate  with 
one  another,  a  fact  which  causes  the  diabetes  to  assume  a  somewbat  intermittcut 
character.  The  excretion  of  sugar  is  then  slight,  as  a  rule,  and  the  so-called 
dmbetes  arihriticm  fre<:[uently  shows  a  course  similar  to  that  described  by 
Johann  Peter  Frank  as  dkibries  decipiens.  A,  Gilbert  and  Emil  Weil  attrib- 
ute this  form  of  dialjetes  mellitus  to  an  insulficient  or  entirely  absent  function 
of  the  liver.  Alimentary  and  rapidly  disappearing,  so-called  simple,  glyco- 
surias, which  I  always  look  upon  with  suspicion,  are  not  so  rare  in  gout. 

We  must  now  consider  the  relation  between  gout  and  rheumaftsm.  WHiat 
is  to  be  understood  l>y  this?  First,  there  are  a  number  of  so-called  cases  of 
chronic  arthritic  riieumatisiu  which  should  be  cousidered  as  gout.  When  per- 
,sons  about  Miy  years  of  age,  who  have  previously  never  sulfered  from  any 
disease  resemliling  acute  articular  rheumatism,  are  attacked  by  an  afebrile 
disease  wliich  particularly  implicates  or  almost  exclusively  affects  the  small 
joints,  whirh  is  accompanied  liy  inflauvmatory  symptoms,  and  which  runs  its 
course  with  acute  exacerlmtions,  gout  should  lirst  lie  tliougbt  of.  This  is  also 
true  of  the  cases  in  which  the  joints  show  a  certain  deformity,  and  in  which 
we  usually  recognize  t!ie  presence  of  so-called  deforming  articubir  rheumatism^ 
a  disease  which  prolialily  has  no  uniform  etiobigy.  An  investigation  of  the 
fatally  liistory  certainly  plays  an  important  role  in  tlie  diagnosis  of  such  cases. 
Further,  in  considering  the  relation  (if  rht^Mnualism  to  gout  it  must  he  remem- 
t>ered  that  rheumatism,  like  all  morbid  processes  that  damage  the  joints^  when 
combined  with  t!ie  gouty  predisposition,  furtbers  the  development  of  gout, 
for  anything  thai  limits  the  frt^^  circulation  of  the  tluids  in  the  extremities 
favors  the  development  of  gout  in  persons  wbo  are  predisposod. 

Rheumatism  not  only  attacks  the  joints  but  all  their  comptment  parts,  i.  e,, 
the  muscles  as  well,  and  must  bo  looked  upon  as  a  more  or  less  active  occa- 
sional cause  of  gout.    In  a  similar  manner  connecting  links  of  relationship  may 
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be  found  ?)etwwn  gout  nn<l  a  nnmlier  of  other  patliolosfie  proce«isei!?.  From 
such  points  of  view  we  loay  explain  the  well-known  rehitions  of  sifphiitJi  to 
gont.  wliich  disease's  fre<iuently  occur  sinuiltanr^nif^ly.  I  l>el!eve  that  the 
exphination  of  thi^  association  nuiy  be  that  syjihilis  in  a  person  predispo.<tHl  to 
gout  frcfjucntly  precipitates  an  outUreak.  It  i^  a  fact  that  in  the  beginning 
of  I  he  si:'conflary  stage  in  syphilitics  the  liuihi*,  and  particnbirly  the  joints, 
small  and  larire,  arc  especially  imydicated.  Any  one  who  fails  sufliciently  to 
consider  this  in  treatment  misses  a  very  important  curative  {T:uidc.  It  is  cer- 
tainly ditlicult,  from  the  nature  of  the  changes  in  the  joints,  and  when  gouty 
tophi  are  not  present,  to  say  that  thi.^  is  a  ease  of  true  gout  and  that  is  one 
of  rheumatisTn.  These  dilheulties  at  once  disappear  if  we  consider  the  history 
of  the  so-called  Hei>erclen's  nixies.  By  this  term  we  understand  the  thicken- 
ing of  the  joints  of  the  middle  and  end  phalanges  of  the  three-jointed  fingers. 
Some  authorities  consider  these  joint  deformities  a^  gouty;  others  hwk  upon 
them  as  of  rheumatic  origin.  In  my  experience  such  processes  certainly  may 
arist^  from  a  gouty  basis;  upon  the  other  hand,  we  can  by  no  means  always 
prove  that  gout  is  the  cause  of  these  joint  thickenings.  We  are  not  justi- 
fied in  concluding  from  the  same  external  manifestation  of  a  pathologic 
change  a  similarity  in  the  cause  of  Hit*  disease.  A  case  in  point  is  the  con- 
tracture of  the  aponeurosis  pal  maris  which  lias  been  named,  after  the  ccle- 
bratcn]  surgeon  Dupuytrcn,  Dupuytrcn's  cfmiradure.  It  was  incorrectly  main- 
taineti  that  this  by  no  means  rare  affection  was  always  due  to  gout.  This 
may  be  the  case:  it  is  not,  however,  necessarily  so.  At  all  events  such  obscure 
cond>inations  in  practice  are  not  to  he  underestimated,  since  diversity  of  symp- 
toms always  awakens  interest,  and  for  the  atfected  patient,  that  is,  for  his  etio- 
logic  treatment,  the  elucidation  of  such  questions  is  of  the  greatest  importance* 

COURSE  AND   PROGNOSIS 

The  course  of  gout,  as  shown  by  the  previous  description,  is  subject  to 
many  variations,  the  majority  of  which  may  he  understood  by  supposing  that 
in  individual  cases  there  is  a  varying  intensity  in  the  predisposition  to  the 
diseasc\  as  well  as  in  tlie  influence  e-\erte<l  by  manifofd  occasional  causes  in 
producing  the  condition.  Gout  is  a  disease  of  extremely  chronic  course.  The 
earlier  the  vital  organs,  such  as  the  heart,  the  vascular  system,  and  the  kid- 
neys, are  implicatc^i  the  st>oner  does  a  fatal  result  ensue.  So  long  as  gout 
remains  limited  to  the  extremities,  it  is  a  eouiparatively  harmless  although 
very  irksome  disease,  As  it  is  often  caused  liy  the  fault  of  the  patient,  it 
frc»quently  mak<^  him  the  sport  of  his  associates  and  so  irritates  him.  For 
this  reason,  the  gouty  patient  with  his  '' Weh  und  Aeh  so  tausendfach  "  and 
liis  *' Zippern  "  is  rarely  the  rceipient  of  sympathy.  People  forget  entirely 
that  even  an  apparently  mild  attack  of  gout  may  he  very  serious,  either  be- 
cause it  may  throw  itself  upon  the  ^'  internal  parts/'  as  the  laity  say,  or, 
to  use  a  more  scientific  expression,  when  it  becomes  retrcx-edent,  ixK^ause  com- 
plications ensue  or  because  the  patients  become  cachectic.  Nevertheless  a 
gouty  patient,  in  s[)ite  of  periodically  recurring  attacks  of  moderate  intensity, 
may  reach  very  old  age  provided  no  intercurrent  affections  arise* 
U 


146  GOUT 


DIAGNOSIS 


The  diagnosis  of  primary  gout  depends  upon  the  presence  of  two  symp- 
toms, namely,  the  typical  attack  and  the  gouty  tophi.  Either  of  these,  pro- 
vided that  it  has  been  determined  with  absolute  certainty,  may  in  itself  be 
looked  upon  as  proof  positive.  It  is  not  necessary  to  repeat  here  by  what 
means  we  may  determine  beyond  doubt  the  presence  of  these  two  symptoms. 
I  have  endeavored  in  the  description  of  the  symptomatology  to  mention  these 
factors  briefly,  but  to  characterize  them  definitely.  Neither  the  joint  phe- 
nomena, nor  skiagraphy  of  the  affected  joints,  are  by  any  means  such  positive 
proof  as  to  deserve  the  confidence  of  the  physician  in  the  diagnosis  of  primary 
arthritic  gout.  The  same  is  true  of  the  uric  acid  contents  of  the  blood,  of 
the  serum  from  blisters,  which  is  used  in  Garrod's  so-called  thread  test,  as 
well  as  of  the  uric  acid  contents  of  the  urine.  Such  findings  are  by  no  means 
to  be  undervalued;  but  the  data  gained  in  this  way  cannot  as  yet  well  be 
utilized  in  practice.  They  do  not  increase  our  diagnostic  certainty.  On  the 
other  hand  the  recognition  of  a  family  predisposition,  as  well  as  the  history 
of  the  patient  in  other  respects,  is  of  inestimable  value. 

There  are  certain  symptoms  the  consideration  of  which  is  important,  par- 
ticularly those  which  we  have  learned  to  recognize  as  premonitory  or  inter- 
mediate. These,  too,  are  l)y  no  means  positive,  yet  they  often  as  pathfinders 
lead  us  to  success.  This  is  true,  for  example,  of  lumbago,  especially  if  it 
occurs  frequently  without  other  determinable  etiologic  factor,  and  is  quite 
persistent.  It  is  likewise  true  of  the  frequently  recurring  severe  cramps  in 
the  calves,  and  of  neurasthenia.  I  have  always  laid  stress  upon  the  fact  that 
a  great  number  of  neurasthenics  owe  their  neurasthenia  to  a  gouty  predispo- 
sition which  acts  by  limiting  their  energy.  Special  difficulty  in  diagnosis  is 
often  met  with  in  women,  when  no  typical  well-developed  attacks  of  gout 
occur.  Here  the  characteristic  gouty  tophi  are  sometimes  absent,  but,  on  the 
other  hand,  we  may  find  the  Heberden  nodes.  I  have  previously  mentioned 
that  in  women  true  typical  gouty  paroxysms  occasionally  occur  even  although 
they  do  not  have  the  same  acuteiiess  and  intensity  as  the  gouty  attacks  of 
men.  In  such  cases  the  investigation  of  the  etiology  is  important.  It  must 
also  be  maintained  that  not  infrequently  gouty  paroxysms  can  be  recognized 
as  consequences  of  trauma.  To  the  category  of  these  belong  a  number  of  joint 
afl^ections  which  are  callcnl  "  sprain  of  the  ankle,''  "  stretching  of  the  tendons,'* 
etc.  Such  errors  are  cspaMally  prone  to  happen  in  dealing  with  children  as 
gout  is  usually  not  looked  for  in  them.  These  mistakes  may  be  explained  by 
the  fact  that,  as  a  rule,  a  slight  trauma  precedes  the  gouty  attacks,  and  this  is 
just  as  predisposing  for  the  onset  of  the  gouty  attacks  as  the  other  etiologic 
factors  that  have  been  enumerated. 

TREATMENT 

For  all  practical  purposes  the  frpntmrnt  of  primary  nrfhriftr  gout  may  be 
divided  into  two  parts.  First,  we  will  consider  the  treatment  of  gout  as  a 
whole,  including  the  treatment  of  the  gouty  predisposition,  and  secondly,  the 
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treatment  of  tlie  so-callrrl  acute  friml;  tho  typical  gouty  attack  or  the  gouty 
puroxysm.  In  the  treatment  of  the  gouty  prwess  as  a  whole,  prophiihixis  plays 
a  luost  important  part.  The  latter  appears  simple  enough,  provided  we  are 
correct  in  assuming  that  gout  depends  for  its  development  and  existence  upon 
a  manner  of  life  whicli  deviates  frum  tht*  noniuil.  Scur-ea,  the  eelehrated  Stoic 
philosopher,  who  livetl  in  the  first  century,  a. a,  lauiented  that,  in  his  age, 
the  women  who  were  living  in  the  same  opulent  manner  as  the  men  showed 
the  same  tendency  to  gout  as  the  men,  wliile  in  the  age  of  Hippocrates  women 
were  almost  exempt  from  gout.  Tn  genend  this  is  true,  for  i[ippo€ratei=;  says 
expressly  that  women  do  not  siilTer  from  gout  except  when  their  menses  cease. 
There  is,  therefore,  some  truth  in  the  words  of  Senet^a,  and  since  that  time 
moderation  has  heen  continuously  taught.  I  will  quote  the  advice  of  Thomas 
Sydenham  in  regard  to  the  treatment  of  gout.  He  says  (Mtxlical  Works, 
Transhited  hy  J.  J.  ^farstaler,  Vienna,  1787,  ii,  p.  312)  :  "  In  the  first  place, 
then,  motleration  must  i>e  ohsened  in  meat  and  drink,  so  that  the  stomach 
will  receive  no  more  food  than  it  can  digest,  and  no  fresh  fuel  he  added  to  the 
disease.  The  other  extreme,  however,  as  T  have  found  in  my  own  person,  is 
iH^ually  injurious.  Ahstinonee  weakens  the  parts  hy  withholding  their  due 
proportion  of  that  aliment  which  is  necessary  for  supporting  their  strength 
and  vigor." 

In  regard  to  the  diri  of  gouitf  paiienis  nud  of  those  persons  who  have  a 
family  prtHlis|M)sition  to  gout,  the  same  rules  are  to  lie  ohserveil  as  in  the  nntri- 
tion  of  the  obese.  The  view  formerly  maintaineil  that  the  use  of  fat  increases 
the  formation  of  uric  acid  has  been  shown  to  Ije  entirely  erroneous  hy  investi- 
gations carried  out  in  regard  to  the  ingestion  of  fat  The  amonnt  of  alhnmin 
pc*rmJtted  to  gouty  patii^nts  mu^^t  not  be  detieient.  Everything  that  weakens 
the'1>ody  and  diminishes  the  activity  of  the  gouty  patient  infiuenees  the  gouty 
process  unfavorably.  On  the  other  hand,  the  administration  of  large  quanti- 
ties of  meat,  as  experience  has  shown,  is  det*idedly  deleterious  to  the  gouty.  I 
Mieve  it,  therefore,  in  the  nutrition  of  gouty  jnitients,  to  he  not  oidy  advisable 
but  even  necessary  to  employ  vegetalile  albumin  in  the  manner  mentiouetl  hy 
me  in  the  treatment  of  obesity,  1  am  even  willing  to  maintain  that  for  gonty 
patients  a  vetjHnrhtn  dirt  with  the  necessary  amount  of  vegetalde  altauuin 
forn^s  the  most  suitatile  plan  of  nutrition.  Milk  and  milk  prmlucts  may  fur- 
nish the  variety  wiiich  is  grateful  to  the  patient.  Kggs  also,  if  taken  in  mf»d- 
eration,  may  be  permitted.  White  meat  is  looked  upon  as  l>etter  than  dark. 
Alcohol,  no  matter  wdiat  its  form,  is  poison  for  the  gouty  patient  and  for  all 
those  who  are  pre*1ispo:^e<l  to  the  affection.  Only  when  the  physician  for  defi- 
nite reasons  declares  it  to  be  necessary,  is  the  amount  preseriWd  by  him  to 
t>e  employed.  The  most  suitable  drink  for  gouty  patients  is  ordinary  good 
drinking-water  or  mild  alkaline  waters.  I  frequently  order  that  from  the 
Offenbach  Kaiser  Fne<]rich  Spring,  which  in  my  opinion  is  preferable  to  all 
other  alkaline  mineral  waters  on  account  of  its  slight  amount  of  alkali.  For 
this  reason,  drugs  containing  vegetable  acids  that  are  excreted  in  the  urine 
in  the  form  of  carbonates  should  he  used  in  the  treatment  of  gout.  The 
rherrr  cure  and  the  strawberry  cure  are  not  improperly  named.  These  fruits 
contain  alkalies  rich  in  vegetable  acid.     On  the  other  hand^  much  harm  is 
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done  bj  the  BO-ca!led  lemon  aire.  Patients  eat  so  much  of  this  fniit  that 
fretiuently  troublesome  <lyspeplic  ,^yniptorii8  arii^e.  Neither  do  tht^  grape  cures 
bring  about  wliat  was  foniierly  expected  of  thera.  Sometimes  t!iev  are  fol- 
lowed by  annoying  gastric  symptoins  and  even  serious  digestive  disturbances. 
Moderation  in  eating  and  drinking  k  the  first  duty  of  {he  patient,  but,  not- 
withstanding this,  the  avoidance  of  all  antifat  cures,  i.  e.^  all  measures  liable 
to  produce  inanition,  should  be  a  guiding  principle.  In  this  connection  the 
immoderate  use  of  alkalies  which  are  so  frequently  advised,  chiefly  on  account 
of  their  uric  acid  ^^olvent  properties,  is  injudicious. 

Mineral  spring  cures  and  hath  cures  are  frcfjuently  resorted  to  in  gout,  and 
the  thermal  baihs  enjoy  a  great  reputation,  I  usually  advise  thera  for  patient?^ 
who  cannot  take  netn^sary  muscular  exercise  such  as  gymnastics,  mountain 
tours,  etc.  The  same  is  trtie  of  baths  as  of  the  employment  of  mineral  water 
and  batli  cures  in  obesity,  which,  as  we  have  seen,  often  accompanies  gout. 
The  thenual  l>aths  are,  in  general,  to  be  reserved  for  (a)  Ruch  cases  of  gout  as 
occur  in  decTepit  persons,  (b)  for  old  persons  for  whom  energetic  musctdar 
activity  is  no  longer  possible,  (e)  for  cases  of  gout  in  which  exudates  have 
formed  in  the  joints  and  in  which  resorption  is  to  be  brought  about,  and  (d) 
for  cases  in  which  couiplications  make  such  a  treatment  necessary.  From  this 
point  of  view  peat  baths  and  mud  baths  are  in  many  cases  very  serviceable. 
The  sulphur  mud  baths  in  Pistyan  in  Upper  Hungary  as  well  as  the  mud  haths 
in  Gerjuauy  are  highly  recommended.  In  many  such  cases  of  gout  it  is  noted 
that,  when  all  other  remedies  fail^  sweat  baths  in  the  Grotto  of  Monsum- 
nnuio  or  in  tlie  Grotto  of  liormio  give  very  excellent  results.  Carlsbad,  Wies- 
baden,  Aix-la-Chapelle,  Yichy^  Wildbad  and  many  other  resorts  are  visited  ^ 
by  gouty  patients,  but  often  witliout  success  unless  they  are  assisted  by  suitable  I 
dietetic  measures.  It  is  of  gi'cater  importance  successfully  to  cond>at  the 
morbid  processes  wliich  in  persons  predisp<isetl  to  gout  form  active  auxiliary 
causes  in  its  development,  and  decidedly  favor  its  advance.  Among  these  may 
be  mentioned  rheumatic  affedions  and  especially  sifphifis.  In  beginning  a 
treatment  of  gout,  it  should  always  be  determintxl  whether  syphilis  has  pre- 
cis hnl  it  or  not. 

There  are  quite  a  number  of  so-called  specific  remedies  for  gout.  Those 
which  diminish  uric  acid  formation,  that  is,  which  render  the  urates  more 
soluble,  play  an  important  role.  Of  these  remalies  lithium  has  been  for  a 
long  time  in  the  van.  It  can  only  be  administered  as  lithium  carbonate,  not 
as  lithium  chlorid.  I  have  bc*en  unable  to  convince  myself  of  the  \^alne  of 
this  remedy.  Urotropin^  introduced  into  practice  by  A.  is'ieohiier  (twice  daily 
a  dose  of  0.5  gram,  7^  grains,  each  tablet  dissohal  in  a  quarter  of  a  liter  of  a 
slightly  alkaline  water),  is  better.  But  further  investigations  concerning  its 
use  are  necessary,  I  have  heard  it  praist?<I  by  a  number  of  old  gouty  patients 
who  liad  tried  almost  everything.  Piperazin  (about  1  to  2  grams  daily  in  an 
alkaline  water)  has  proven  useful,  particularly  for  the  '^rheumatic''  pains  in 
chronic  arthritic  gout.  The  importance  of  treating  the  very  defective  intes- 
tinal function  in  the  course  of  gout  <constipjitinu)  is  not  to  be  underestimated. 
This  disturbance  of  intestinal  digestion  must  be  relieved,  and,  as  a  rule,  I 
employ  large  enemata  of  oil.     That  plentiful  exercise  is  beneficial  and  neces- 


TREATMENT  149 

Bary  to  tho  gmiiy  patient,  refiiiira?  no  further  explanation.  As  long  as  his 
strengih  permits  this  must  tie  kept  up.  I  have  already  staled  that  in  these 
cases  I  prefer  muscular  exercise  to  all  other  methods*  If  the  gnuty  paroxysms 
do  not  occur  so  suddenly  and  are  not  so  severe  that  the  patient  must  go  to  bed, 
he  should  remain  as  long  as  possible  upon  his  feet.  When,  however,  the 
patieut  eannot  walk,  and  the  affected  memi>er  cannot  he  moved,  ^^  paiirMf^e  and 
lotion,''  as  many  old  gouty  persons  say,  are  the  best  remedies;  others  praise 
the  Laville  liqueur,  which  is  prolmblj  l>enefieial  on  account  of  the  cohhicum 
which  it  contains.  Colehicura  is  also  administered  as  a  tincture,  or  in  comhina- 
lion  with  opium,  purgatives,  and  jRitassium  iodid.  Pure  crystalline  cofrhicin 
has  lately  been  rt^omniended  in  doses  of  one  milh^ram.  Sneh  powerful  reme- 
dit^s  should  naturally  only  he  taken  under  the  advice  and  supervision  of  the 
physician.  But  only  too  freciuently  persons  subject  to  gouty  attacks  refuse 
professional  aid  and  attempt  to  cure  themselves.  The  so-called  anfirhf'umat' 
ics,  e.g.,  the  salicylates,  are  also  valuable  oeeasionally  for  the  relief  of  pain, 
although  iu  the  present  status  of  our  knowledge,  they  cajinot  be  advised  as  a 
rational  remedy  for  gout. 

The  various  symptoms  and  complications  of  gout  should  be  treated  accord- 
ing to  special  indications.  Here  we  will  only  consider  the  tTcatment  of  the 
numerous  nervous  symptoms,  especially  the  therapy  of  gouty  neuralgia  with 
its  related  conditiong,  and  the  functional  cardiac  disturbances  which  so  fre- 
quently occur  in  the  gouty.  Where  there  is  chronic  constipation,  the  treat- 
ment previously  mentioned  for  the  evacuation  of  the  intestine  filled  with 
feces  is  of  pararaount  importance.  Even  if  chronic  constipation  is  not  present 
a  useful  auxiliary  remedy  in  inta=itinal  treatment  is  the  employment  of  arsenic 
and  iron,  preferably  in  the  form  of  iron  waters  containing  arsenic.  In  general 
it  is  advisable  to  Ijegin  with  the  mildest  water  of  the  Levico-Vetriolo  in  the 
Valsugana  (South  Tyrol),  A  residence  in  this  region,  which  is  easily  acces- 
sible, ia  to  be  preferred  to  the  use  of  the  arsenic-containing  mineral  water  at 
home,  for  the  place  is  luxuriously  furnished  with  all  curative  agents  that  are 
etreetive  in  gout,  and  is  also  advisable  on  account  of  its  el i mate.  There  are 
many  cases  of  so-called  "  larva!  *'  gout,  wdiich  cannot  readily  Ik*  diagnosticated, 
yet  are  particularly  benefited  by  such  en  res.  Cures  of  this  kind  are  also  very 
suitable,  mutatis  mntandvi,  for  such  gouty  patients  as  are  already  decrepit 
and  have  reached  the  so-called  cachectic  stage  of  gout.  The  many  curative 
agents  which  nature  and  science  there  furnish,  may  be  adapted  in  various  ways 
by  expert  physicians  to  the  individual  needs  of  the  patients.  In  these  dcHTcpit 
gouty  patients  no  kind  of  so-called  specific  treatment  is  to  be  used,  and  col- 
ehicura especisdiy  is  badly  borne.  Only  tonic  treatment — adjusted  to  the  con- 
dition— is  advisable.  In  the  surgical  treatment  of  gouty  tophi,  all  the  precau- 
tions of  antiseptic  surgery  are  of  course  to  be  observed. 

A  few  words  must  be  devoted  to  the  consideration  of  primary  renal  gout, 
by  which  we  mean  the  most  serious  form  of  gout,  in  which  a  generalized  uric 
acid  engorgement  arises  as  the  result  of  a  severe  renal  atfection  and  usually 
consists  in  a  chronic  and,  particularly,  in  an  interstitial  inflammation  of  the 
kidneys.  In  ttiis  renal  inliammation,  the  gout  itself  is  an  important  patho- 
genetic factor.    At  all  events,  in  primary  renal  gout  the  renal  sjmiptoms  are 
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the  earliest  ones,  and  the  joint  83rmptoms  are  secondary.  When  the  latter  de- 
velop, the  nephritic  process  is  usually  so  far  advanced  that  the  gouty  nature 
of  the  affection  can  only  be  determined  at  autopsy,  partly  from  the  gouty 
changes  in  the  kidney,  partly  from  the  gouty  changes  in  the  individual  joints, 
particularly  the  first  metatarsophalangeal  joint.  Fortunately  this  form  of 
gout  is  not  very  frequent.  The  diagnosis  during  life  is  only  possible  when  the 
conditions  just  described  are  recognized  in  the  affected  person.  If  the  diag- 
nosis of  primary  renal  gout  has  been  made,  the  prognosis  is  grave,  as  in  all 
severe  interstitial  renal  inflammations,  since  the  renal  parenchyma  is  destroyed. 
The  therapy  should  be  directed  to  the  renal  affection,  for  which  diaphoresis 
and  the  dietetic  treatment  mentioned  in  primary  arthritic  gout  are  first  to 
be  tried. 


OBESITY 

By   W.   EBSTEIX,  (iorrmoEN 


We  tinderstaiul  hy  ohrsUtf  an  oxeossivo  infiltration  of  fn^  into  the  con- 
nect ivo  tis!>5iio  in  arca,'<  of  the  l»odv  where,  also  in  healthy  individualR,  fat  is 
found  in  varying  c|  nan  titles.  The  chief  points  of  deposit  of  fat  are  the  mh- 
entaneoiig  eonncetive  tissue  and  the  mesentery.  Special  parts  of  the  snhcu- 
t  a  neons  connective  tissue  are  particularly  involveti,  chiefly  the  ahdonien.  In 
the  retfion  of  ttie  breasts  the  deposit  of  fat  may  also  reach  enormous  grades. 
The  fenuile  hreast  has  hoen  known  to  attain  a  weight  of  3Lt  pounds.  The  liigh- 
est  grades  of  corpulence  we  designate  obesitt/.  In  this  condition  fat  also  col- 
lects in  rcfriouis  where  under  normal  conditions  fat  can  hardly  ho  perceived. 
Larrey,  who  acc*ompanied  Xapolt*on  I  as  ehief  snrgf^nn  in  all  of  his  campaigns, 
saw  in  the  Arabs  in  Syria  scrota  which  ahaine*!,  owing  to  fat  formation,  the 
size  of  a  bulging  cow's  udder  though  under  the  i?kin  of  the  normal  scrotum 
only  a  very  scanty  Ic^oso  connective  tissue  is  found.  Fat  may,  tlicrefore,  appear 
even  in  this  region  and  in  great  quantity.  In  regard  to  the  w^ords  in  common 
urn?  to  di^ignate  obesity  something  may  he  added  in  the  way  of  definition. 
Adipostlfts  is  a  term  often  used  and  this  designation  is  quite  clear.  A  more 
general  teimi  is  ohediy;  *  the  French  speak  of  QhhitL  The  word  is  derived 
from  "ob"  and  **edere/'  and  means  literally  'Mo  cat  up  (juickly/*  In  Eng- 
lish the  term  rorpitfrnrr  is  generally  em])!oyed — a  term  which  is  also  used 
hy  the  Genuans,  hut  not  to  indicate  the  most  marked  grades  of  obesity.  In 
the  excellent  hook  of  Wilham  Osier:  The  Principles  and  Practice  of  Medi- 
cine, third  cf^lition  (New  York  and  I^ondon),  1898,  page  4;il>,  the  disease  is 
descrilx^d  under  the  name  of  ohrsiiij,  and  it  is  mentiom^d  (hat  Lord  B\Ton 
who  was  himself  quite  fat,  as  is  well  known,  defincHl  the  condition — ^**  oily 
dropsy/*  The  designations  **  pimclosis  "  and  *'  physconia  •'  are  but  little  em- 
ployed. Like  the  other  terms  just  discussed,  pimclosis  refers  directly  to  the 
main  factor  of  the  disease,  being  derived  from  the  Greek  word   "  17  irtficXiJ'^ 

1  Accordin;^  to  the  I^ititi  (liotionrtry  of  Furct'llinus,  Uie  word  **  oliesit^s  '*  c»cpiir»  ill 
tlie  writing*  of  Columella  in  conii*tn\nirnry  of  Ctdsua  and  Seneca),  atiout  tlif  middle 
of  the  first  century  a.d,,  nn4  in  Sitf.'ttmfus  (according  to  TcuffeVa  Hntory  of  Hunmn 
Literature,  about  tJ5  a,d.  to  H>0  \ak  L  The  former,  in  hii*  "  de  re  ruatica  "  «,  24,  write«i 
'*  Xe  stteriles  eas  redflat*  ntmia  corfMiris  obe^itas/*  Tlie  hitter  mentions  in  bis*  biography 
of  Doniitian  i)H),  that  he  wn^  disfl^ired  by  a  bahl  head  us  vvetl  sku  by  *' obe«  State 
vpntrisi/'  Farther,  Suet^iniU'*  in  bis  histc>r>^  of  the  life  of  C'biudjua  (41)  tella  ua  that 
laughter  wa»  provoked  **  defractin  coniplaribns  f*ubiielHi%  obeaitate  cujuadam/*  In  the 
IliHtoria  Natiiraliii,  PHuy  the  ^Itdcr  (txirn  23  aj>J  mentionB  ill,  27}  that  certftin  trees 
also  '*  lal>orant  obcsitate.** 
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{—  fat).  Hyrtl  (Text-Book  of  Iliiman  Anatomy,  20lli  edition,  Vienna,  1889, 
p.  114)  holds  that  the  word  constructed  by  pathologiats^  "  pimelosis,"  is  quite 
superfluous,  since  tlie  Greek  phyi^icians  ah'eady  had  a  word  for  this  dise^ise, 
namely  mon^s.  Physconia,  from  **o  fxHTKinr^"  big-bellied,  is  the  nickname 
of  Ptolemy  the  Eighth,  Energetes  the  Second  (170  B.C.),  the  classic  prede- 
cessor of  Banting.  Ocea^sionally  polysarcia  adipnm  (ij<rdpf,  flesli)  is  used  as 
a  8311(^3™  for  obesity.  Btrietly  speaking,  polysarcia  should  only  1»€  used  for 
that  stage  ot"  obesity  in  which  the  fat  patient  still  retains  his  mnseolar  power, 
as  is  oeeasionally  observed  at  the  beginning  of  the  disease.  But  frecjnently 
such  persons  sufFer  from  muscular  weakness  at  the  very  onset  of  obesity. 
Among  many  other  designations  for  obesity,  Upomatosis  mjivrrsalvi  may  he 
menlioned^ — a  term  which  is  used  as  a  synonym  for  the  highest  gravies  of 
obesity.  The  fat  wliieh  is  nonually  present  about  the  epicardium  attains 
decided  developmcmt^  and,  for  example,  in  liponudosis  cordis,  or  true  fatty 
heart,  we  note  that  the  myocardium  almost  completely  disappears  before  the 
proliferating  fat  which  permeates  it. 

That  fat  people  have  existed  since  the  coming  of  man  is  in  itself  probable, 
but  this  is  also  proven  by  the  oldest  records.  In  the  Book  of  Judges,  3,  21, 
we  read  that  Ehud  (a  left-lianderl  man  whom  Jabve  had  raises]  up  to  deliver 
the  Israelites  from  the  bondage  of  legion  king  of  Mr^al)),  in  ol}e<lience  to  God's 
comnmnd  put  forth  his  left  luind,  and  took  the  dagger  from  his  right  thigh, 
and  thrust  it  into  Eglon's  Iwlly,  and  the  haft  also  went  in  after  the  blade,  and 
the  fat  closed  u]>on  tire  blade,  so  that  he  could  not  draw^  the  rlagger  out  of  his 
l]>elly;  for  Eglon  was  a  very  fat  man.  In  Psalms  73,  7.  there  is  written, 
*' Their  eyes  stand  out  with  fatnei^s:  they  have  more  than  heart  could  wish,'* 
and,  finally,  in  the  Book  of  Job,  15,  S7,  we  read:  ^'  Because  he  covereth  his 
face  with  his  fatness,  and  maketh  collops  of  fat  on  his  flanks.'^  ^  Whether 
4jbesity  was  a  matter  for  professional  treat mi^nt  among  the  Israelites  cannot 
l>e  determined  from  Bililical  rK'ords;  we  shall  revert  to  this  later.  In  tlie 
Hippocratic  writings  we  iind  tlie  earliest  rules  regarding  the  treatment  of 
otiesity — rules  which  hold  good  even  to-day.  In  the  art  of  the  Greek  mythol- 
ogy, Silenus  is  usually  represented  as  a  babl -headed  f>hl  man  with  a  pug  nose, 
STnall  pig  ears,  and  jiot -bellied,  a  typical  ref>resentation  of  ebesity  in  the  stage 
which  1  have  d es i gn a tcil  as  the  *^  ludicrous/"  Rul>ens,  in  one  of  his  pictures 
has  graphically  portrayal  the  plump,  drunken  Silenus,  supported  by  a  negro 
who  walks  behind  him.  That  obesity  during  the  lime  of  the  Roman  Emperors 
excited  ridicule  is  proven  by  the  previously  mentioned  quotation  from  Sue- 
tonius, and  (Columella  alludes  delicately  to  the  ]>rohibitive  inlluencc  of  obesity 
upon  feminine  fertility.  Pliny  the  Elder,  who  was  almost  contemporaneous 
witb  Columella,  fornudated  rules  for  the  treatment  of  obesity  which  later  were 
generally  accepted.  Tlicse  ancient  vicnvs  have  lately  tieen  brought  forth  hy 
some  authors  as  the  n\sult  of  their  individual  investigations.  I  shall  subse- 
quently revert  to  this  again. 

Obesity  is  a  very  common  disease.  Tndet^l  L.  Traube  considers  that  a 
certain  amount  of  stoutness  (which  the  French  and  sometimes  the  Germans 
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refer  to  as  "  emhonpoint^*)  is  normaL  Healthy,  strong  children  are  usually 
plump  when  they  are  bom.  This  fat  which  the  child  brings  into  the  world 
normally  incmases  during  it?^  early  life,  hnt  later  it  decreases.  We  see  from 
this  that  a  certain  amount  of  adipose  ti.ssiie  is  to  be  lookixi  upon  as  normal  in 
the  child  at  birth  and  for  the  first  few  years  after  birth;  indeed  nnt  only  is 
it  norma!  tiut  its  absence  indicates  something  abnormal.  An  excessive  amount 
of  liofly  fat,  however,  is  morbid  and  an  evU.  What  produces  such  an  eicessive 
formation  of  Iwdy  fat? 

ETIOLOGY 

The  cAUii^KS  OF  onEsiTV  Can  he  \h?M  inidiTstond  if  we  consider  for  a  moment 
the  process  of  fattening  animals,  which  forms  an  important  chapter  in  the 
science  of  farming.  The  stock  raiser,  whenever  he  is  raising  animals  for 
slaughter,  endeavors  to  increase  fat  as  well  as  to  produce  mcaL  Many  exi>eri- 
enees  with  aninmls  have  shown  tliat  foilder  deficient  in  fat  as  well  as  that 
rich  in  fat  will,  under  some  circumstances,  produce  a  profuse  accumulation  of 
fat.  Naturally,  this  presupposes  that  the  food  intrmluced  exceeds  the  amount 
requirtNl  lo  mtiinlniu  the  animal,  and  that  albumin  products  on*  also  present 
in  the  foml  in  plentiful  amounts.  It  is  true  that  animals  can  be  fattene^l 
with  fat  alone  without  tlie  administration  of  any  albumin,  but  in  this  case 
the  animal  is  ftnl  to  death.  Such  experirnents  are  made  under  conditions  which 
do  not  come  into  question  in  the  ordinary  fattening  of  animals,  or  in  the 
nutriti(>n  of  tlie  liunmn  subject.  Afmrt  from  their  fodder,  the  manner  of  life 
of  the  animals  has  a  great  iriHuence  upon  the  accumulation  of  faL  and  espe- 
cially the  prevention  of  too  great  activity.  It  has  been  determined  by  numer- 
ous and  careful  experiments  that  sheep  and  oxen  which  have  b<xm  fattened 
may  Ik^^  kept  very  fat  for  several  ujonlhs  on  a  comparatively  sinnll  amount  of 
foilder  if  I  hey  are  jirevented  from  active  Widy  movements  and  proteeled  from 
eobb  Rut  we  .should  by  no  means  infer  from  this  evidence  that  in  the  devel- 
opment of  human  obesity  too  little  muscndar  activity  is  the  only  important 
factor,  even  if  we  s!ip|inse  that  the  fattening  of  animals  uuiy  be  regarded 
as  paralb*l  wifh  the  development  of  obesity  in  man,  of  which  however  there 
can  be  no  doubt.  Of  course  we  know  that  active  muscular  labor  counteracts 
a  too  profuse  accunudation  of  fat.  Biinge  believes  that  it  is  quite  healtbfiil 
and  nonrial  for  man  to  eat  everything  thnt  he  likes  and  in  any  <piantity  that 
he  pleiLses,  niul  that  in  an  otberwise  normal  juode  of  life  tbis  never  leads  to 
obesity*  Bunge  even  declares  it  to  be  a  portentous  error  to  look  fnr  the  cause 
of  obesity  in  an  over-profuse  intake  of  nourishment  or  even  in  unsuitable  food, 
i.  e.,  in  tlie  too  profuse  intake  of  earbohydrates  and  fat.  But  his  ideas  by  no 
means  corre^spond  with  the  facts.  Bunge,  it  is  true,  docs  not  deny  tliat  diiTer- 
eni  persons  are  predisposcil  to  nbt^ity  from  ditTerent  causes.  This  well -known 
fact  need  not  even  here  be  discusser!  in  detail  But  the  familiar  family  pre- 
disposition to  ol>esity  cannot  be  adduce*!  as  a  proof  of  Bunge's  assertions. 
The  objection  is  Um  obvious  that  laziness  and  an  indisposition  to  take  sufficient 
muscular  exercise  are  also  family  traits,  and  also  hereditaryj  and  these  may 
be  more  important  than  any  predisposition  to  a  too  profuse  fat  deposit.    An 
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inc*on testable  proof  that  a  predwposiiiott  to  ohesitij  exists  may  be  seen  in  the 
fact  that  there  are  many  persons  who  eat  whatever  and  as  much  as  they  wish, 
and  nevertheless  do  not  become  obese.  In  what  this  predispoi^ition  to  obesity 
consists  is  very  dillieult  to  say,  I  look  upon  obesitif,  gout,  and  dmhetes  meU 
lilus  as  well,  as  forming  a  single  group  of  interrelated  diseases  whose  basis 
I  designate  as  *'  a  general  disease  of  protoplasm  resting  on  a  herfditartj  pre- 
dispofiition.-^  The  epithet  "hereditary"  is  not  to  be  strictly  construed.  The 
predisposition  may,  but  need  not,  be  hereditary.  By  protoplasm  I  understand 
not  only  the  cell  body  but  also  the  cell  nucleus,  therefore  the  cell  in  toto^ 
One  may  readily  conceive  that  in  the  production  of  each  of  the  throe  diseasesj 
just  mentioned  cell  body  and  cell  nucleus  are  implicated  ui  different  ways, 
but  I  shall  not  follnvv  llicse  hypotheses  any  furtht^T  at  present,  Tlie  investi- 
gations so  far  published  regarding  the  respiratory  interchange  of  gases  in  the 
obese  do  not  justify  any  definite  and  certain  opinions,  but  we  may  assume 
that  the  consuuiption  of  fat  in  a  person  predisposed  to  olicsity  is  slighter  than 
in  one  not  sc*  pnxlisposed  [irovided  lioth  live  under  the  same  conditions.  Fur- 
tlicr  iuvestigatiuns  into  the  respiratory  interchange  of  gases  in  the  obese  made 
with  the  large  Pettenkofer  respiratory  apparatus^  and  lasting  longer  than 
twenty-four  hours,  are  much  ncH:Hied.  Experiments  of  shorter  duration  do  not 
Justify  us  in  forming  any  opinion. 

The  predisposition  to  oliesity  may  become  apparent  at  any  time  in  Iho 
patient's  lii'e,  and  the  manifestations  vary  much  in  intensity.  Bunge  believes 
that  there  is  no  predisposition  to  oljesity  which  cannot  be  overcome  by  muscu- 
lar activity.  Whether  this  assumption  be  correct  can,  of  course,  never  be 
proven  with  certainty.  In  my  opinion  there  are  cases  which  cannot  be  cured 
by  exercise  unh^is  tliere  is  also  a  limitation  of  the  ingestion  of  nourishment. 
The  prc^lisposition  to  obesity  rarely  shows  itself  in  cliiklhood  to  any  unbecom- 
ing degree.  I  have  alretidy  mentioned  that  even  in  utero  and  in  the  first 
years  of  life  there  is  normally  a  certain  plumpness  which  rarely  increases  so 
as  to  exceed  fibysiologic  limits.  1  luivCj  however,  seen  several  exceptions  to 
this  rnle.  Occasionally  children  with  a  monstrous  development  of  fat  are 
exhibited  in  .^hows.  What  1  liave  seen  of  these  makes  me  believe  that  in  cases 
of  this  kind  there  is  an  excessive  development  of  the  whole  body,  a  sort  of 
gigantism,  rather  than  a  pure  lipnmntnHis  universalis,  although  the  latter  is 
favored  by  I  heir  very  unnatural  moile  of  life,  for  they  pass  their  time  almost 
exclusively  in  a  sitting  posture,  and  eat  especially  such  food  as  decidcfily  pro- 
motes the  accumulation  of  fat.  Evidently  this  so-called  poh^pionia  infantum 
(wliieh,  in  many  cases  at  least,  is  associated  with  the  condition  described  by 
Schtinlein,  called  chlorosis  gigantea)  is  quite  rare,  ^torc  frequent  is  an 
abnormal  aceumulation  of  fat  in  adolescents,  especially  in  women  at  the 
period  of  puberty  and  in  combination  with  various  disturbances  of  menstrua- 
tion. In  boys  also,  when  the  normal  development  of  the  sexual  organs  at  the 
tinu>  of  puberty  is  retarded,  an  increased  develo|»nient  of  the  body  fat  is  not 
infrequently  noted.  That  eunuchs  are  fatter  than  normal  beings,  although 
often  maintained,  a|ipears  to  me  to  he  insutTiciently  proven.  In  animals,  how- 
ever, castration  favors  fattening.  On  the  other  band,  fbere  can  he  no  doubt 
that  women  who  were  previously  thin,  after  several  labors,  very  frefjuently 
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even  after  their  £rst  cliild,  acquire  a  decided  increa?M3  of  their  paiiniculiis 
adiposis.  The  same  also  oc*eur!>  at  the  menopause,  and  during  the  period  of 
involution  in  woman.  In  some  men  we  note  that  the  body  fat  may  increase 
enormoii.sly  even  during  vigorous  adult  life.  There  ean  he  no  dout*t  that  at 
this  period  an  improper  mode  of  life  decidedly  favors  the  accumulation  of  fat. 
Any  one  who  goes  to  lihmich,  and  watches  the  inhabitants,  will  be  able  to 
confirm  this. 

Of  special  interest  is  the  previously  mentioned]  olx'sity  of  women  m  the 
involution  period,  which,  however,  is  by  no  means  an  invariable  occurrence, 
but  is  observed  in  only  alwiut  one  woman  in  four  during  the  menopause. 
Nevertheless,  the  obesity  of  women  at  tills  age  has  almost  become  proverbial. 
One  speaks  of  "  matronly  proportions,"  and  the  Germans  have  a  yet  more 
significant  phrase,  *'  fnt  as  an  old  woman.'^  It  is  often  asserted  that  this 
accumulation  of  fat  is  due  to  the  cessation  of  menstruation,  to  the  absence  of 
function  of  the  sexual  glands  w4iich  causes  a  decide^lly  diminished  c*>nsump- 
tiou  of  oxygen,  and  also  that  the  decreased  interchange  of  gases  can  be  restored 
to  normal  and  more  than  normal  in  a  c^omparatively  lirief  space  of  time  by  the 
use  of  oophorin,  which  compensates  for  the  absence  of  ovarian  activity.  Fur- 
ther investigations  will  show  whether,  and  bow  far,  this  teaching  is  justified. 
At  any  rate  this  much  is  certain,  that  a  decided  increase  of  liody  fot  above  the 
nor  null  is  often  observed  without  lesions  of  any  special  organ  showing  a 
decidc*dly  determinable  inlluence.  Thus,  for  example,  obesity  may  occur  after 
recovery  from  severe  illnass,  and  is  then  usually  explained  by  the  long  rest 
in  bed  during  convalescence,  and  Ijy  the  increase  of  nourishment  above  the 
normal  after  a  long  period  of  semi-starvation.  We  know  that  not  infre- 
quently, after  recovery  from  severe  enteric  fever,  the  patient  becomes  quite 
stout,  and  that  the  corpulence  atH|uired  in  this  way  is  often  permanent. 

A  factor  of  iiuportance  in  the  pathogenesis  of  obesity  is  the  u^t*  of  alcohoL 
I  have  already  referr*.^!  to  the  immmlerate  use  of  Ijcer  in  ^lunich,  and  it  is 
not  nt?cessary  to  quote  further  examples.  Bunge  also  declares  alcohol  to  be 
conducive  to  the  aceumuhition  of  fat,  and  in  the  main  explains  this  by  suppos- 
ing that  alcohol,  by  its  paralyzing  action  upon  the  brain,  makes  people  lazy 
and  unwilling  to  exert  themselves. 

SYMPTOMATOLOGY 

In  discussing  the  symptomatology  of  obesity  I  shall  follow  the  division  of 
obesity  into  three  stages  as  proposed  by  me;  if  not  pushed  (o  a  pcxhiuHc  ex- 
treme, this  plan  simpliiies  matters  very  much.  For  practical  purposes  this 
division  into  thrc*e  stages  has  shown  itself  to  be  very  servit^able.  In  the 
first  stage  the  obese  man  is  an  envmble  person^  in  the  second  a  ludicrous  one, 
and  in  the  third  a  pUiabJc  one. 

The  FIRST  STAGE  may  be  identified  with  poJysarcia,  The  flesh,  the  mus- 
cles, increase  in  due  proportion  to  the  fatty  tissue.  This  is  the  Xy^B  of  obesity 
which  conveys  a  majestic  impression.  The  botly  becomes  fuller,  the  figure 
fills  out,  the  person  reacht?s  a  proper  embonpoint.  This  iyjn^  is  usually  found 
in  young  persons  who^  youth  is  full  of  activity.     In  tliis  stage  obesity  does 
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not  give  rise  to  any  inconvenienco,  and  so  long  as  the  afFecfrcd  individually 
maintain  good  muscular  power  no  attempt  should  be  made  to  remove  or  reduee 
the  aceuuiultition  of  fat.  A  certain  amount  of  fat  is  a  good  reserve  fund  in 
time  of  need,  for,  not  infrequently,  even  in  this  stage  of  corpulence,  such 
unweleonie  eomfffkaiions  as  gout  and  diabetes  mellitu.^  appear.  Therefore,  in 
this  stage  of  obesity  the  condition  is  not  to  be  combated^  but  any  increase  of 
it  must  be  prevented. 

The  conditions  are  naturally  different  when  the  obese  individual  becomes 
a  ludicrous  figure.  Such  piTsous  sutTer  from  the  ridicule  of  their  com  pan  ions, 
and  form  an  excellent  subject  for  tlie  gibes  of  artists  and  poets.  The  portly 
Sik^nus  has  alrendy  been  mentioned.  The  ftit  Fiilstaff,  the  popular  repre- 
sentative of  low  comedy,  has  been  glorified  and  immortalized  by  no  less  a  one 
than  Shakespeare.  Not  etiual  to  bodily  exercise  on  account  of  their  great 
weight,  obese  person.*^  in  this  second  stage  have  diffirulty  in  dragging  them- 
selves along  even  upon  a  level,  and  upon  the  sliglitest  IjOilily  exertion  they  not 
only  sweat  profusely,  but,  as  a  rule,  they  must  soon  moderate  or  altogether  give 
up  their  exercise  on  aceount  of  dyspnea.  So  far,  however,  the  dyspnea,  though 
it  occurs  upon  slight  bodily  movement,  is  usually  still  of  the  "  fundional  '* 
type,  i.  e.,  it  is  not  due  to  irreparable  changes  of  the  thoracic  organs  or  to  other 
gross  organic  lesions.  The  ditheulty  in  l>reathiug  is  due  ratlier  to  dispro- 
portionate development  of  the  alKloniinal  cavity  in  which  the  enormous  dis- 
tention of  the  intestines  by  feces  and  gases  due  to  atony  of  the  bowel  plays 
no  insignificant  role.  Owing  to  this  alxlominal  distention  the  thoracic  space 
is  <]ceide<!ly  narrowed.  The  diaphragm  is  forced  up  and  its  frtn?  excursion  hin- 
dered, while  tlie  thoracic  organs  sulTer  a  more  or  less  ilecided  convpression  lim- 
iting their  function.  Such  obese  persons,  despite  their  difficulty  in  moving^ 
show  considerable  fondness  for  all  kinds  of  sport  (hunting,  horseback  riding, 
etc.),  partieuhirly  as  they  hope  thereby  to  regain  their  health.  But  their 
moiions  and  their  wb<^le  a|»pearnm"e,  which  has  so  frequently  l>etm  described 
and  put  into  song,  are  so  ludicrous  that  they  provoke  laughter.  Yet  we  must 
not  forget  that  even  at  this  stage  the  complications  and  results  of  the  immod- 
erate aecnmulation  of  body  fat  often  become  alarming. 

In  t!ie  TH[rt[»  stage  of  ol>esity  all  the  severe  s(H|uel!e  develop  which  make 
the  patient  pitiable,  and,  in  fact,  he  is  commiserated.  At  this  stage  we  meet 
especially  the  symptoms  of  severe  disease  of  the  heart,  wliich  I  have  just 
referred  to,  as  a  fre<^^|uent  accompaniment  of  obesity.  This  gives  rise  to  dysp- 
nea doe  to  severe  anatomical  changes  in  the  heart,  and  thus  ditfering  from  the 
functional  form  alxive  described.  Besides  this,  a  constant  aeeonipaniment  of 
every  case  of  marked  obesity  is  a  steadily  increasing  anetnm.  Prominent 
ol^servers  have  contrasted  the  anemic  form  of  olvesity  with  a  plethoric  variety, 
but  appearance's  are  deceptive.  I  n4*td  only  men  Hon  tbe  obese  chloroties  from 
the  country  with  tlicir  very  rcfl  cbeeks.  Even  if  we  admit  the  possibility  of 
plethora  vera  sen  sanguinea  (which  in  fact  is  a  greatly  disputed  condition), 
we  must  specifically  deny  that  any  plethora  occurs  in  well-developed  obesity. 
Plethora  could  only  happen  in  those  forms  of  corpulence  which  belong  to 
tbe  first  stage  of  the  disease,  i.  e.,  that  in  which  the  uniscular  system  is 
still  in  a  normal  condition.     In  general,  anemia  with  all  of  its  symptoms 
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and  consequences  is  typical  of  atl vanned  <»!H*sity,  ospwially  of  lipomatosis 
universalis. 

We  liave  already  mid  that  the  other  general  "^  diseases  of  protoplasm  based 
(111  herediiury  jiredii^position  "  (gout  and  diabetes  mellitus),  frc'i^iR^tly  com- 
plicate the  earlier  stages  of  obesity,  the  enviable  and  the  ludicrous  stages. 
These  unfortunate  roniplicationt?  shoidtl  not  tie  regarded  a^  direct  se<pieW  of 
ol>esity,  hut  as  diseases  develope<]  as  the  result  of  a  pathologic  condition  of  the 
body  cells.  The  three  diseases  neetl  not  accompany  or  follow  one  another,  but 
may  arise  independently.  Hence  we  must  infer  that  in  each  of  them  a  sepa- 
rate abnornialify  of  protoplasm  exists.  That  uraiic  calculi  often  occur  in 
the  form  of  obesity  which  is  couimonly  se<?n  in  cornlvination  with  gout,  and 
that  the  stones  are  caused  by  tlie  gout,  has  been  taught  me  often  enough  by 
my  own  experience.  These  stones  rarely  reach  such  a  size  that  they  cannot 
be  s|K>ntaowusly  voided  wath  the  urine, 

AthcromatoiiJi  degrnrmiion  of  the  arteries^  which  is  not  infrequently  nottnl 
in  condiination  with  olMJsity,  I  should  not  so  much  refer  to  (he  obesity  as  to 
the  often  coexisting  gout,  that  is,  to  the  uric  acid  diathesis.  The  obese,  as  a 
rule,  enjoy  an  excellent  appetite.  Almost  invarialily  Ihcy  eat  more  than  nor- 
mal persons  under  otherwise  similar  conditions.  Special  stress  is  to  he  laid 
upon  this  in  estimating  the  quautity  of  food  which  a  corpulent  individual 
consumes.  Naturally  we  must  not  depend  upon  his  own  report*.  In  my 
experience  ol)ese  individuals  who  are  recognized  as  notorious  gourmands,  will, 
if  questioned,  deny  that  they  consume  an  immoderate  amount  of  fond.  They 
usually  only  say  that  their  food  agrei^  with  ihem  very  well.  Fat  people  often 
have,  as  I  have  already  pointed  out,  a  tendency  to  ohslinate  cfmHiipatian, 
Hemorrhoids  exist,  or  at  least  develop,  very  often.  Upon  the  basis  of  the 
composition  of  the  nrinr,  A.  Robin  has  differentiated  two  forms  of  obesity. 
In  the  one  form  there  is  profuse,  in  the  other  very  slight,  excretion  of  urea 
and  |>hosphates,  R(*bin  l>elieves  that  in  the  former  group  obesity  is  the  result 
of  increased,  in  the  latter  ease  of  decreased,  assimilation.  lie  holds  that  this 
division  is  of  great  important,  especially  in  measuring  the  amount  of  fluid 
allovvc^il  in  the  dietetic  treatment.  That  with  the  previously  nu*ntioned  com- 
plicaticms  the  urine  shows  corresponding  changes,  need  only  be  indicated  here. 
In  advanet^  ol>esity  there  is  usually  a  iendcncy  to  catarrhal  conditions,  espe- 
cially of  the  pharvnx  and  of  the  bronchia!  tree. 

Obesity,  if  left  to  itself  (or  improperly  treated),  and  when  no  conditions 
arise  wliich  produce  emaciation — as,  for  example,  severe  acute  or  chronic 
aJIcctions — becomes  a  protracted  disease  which,  as  a  rule,  shows  a  tendency  to 
progress.  Y'^et  I  have  not  infref|uently  known  persons  who  have  bec^ime  fat 
in  middle  age  to  lose  their  fat  as  they  grew  older  without  an  apparent  reason. 
Usually  this  is  not  the  case.  As  regards  longevity,  oliesity  is  a  factor  gener- 
ally considered  to  shorten  life.  On  this  point  we  are  indebted  to  tlie  life 
insurance  companies  for  valuable  conclusions.  Especially  worthy  of  note, 
it  ajfpears  to  me,  is  what  A.  llagler  says  in  his  book  "  On  the  Factors  of  Resist- 
ance and  the  Prognosis  of  the  Duration  of  Life  in  Normal  Individuals*' 
(Basel,  18l)G,  page  47  et  se<|*)  regarding  the  proonosls  of  obesity.  All 
cases  are  by  no  mean^  to  l>e  judged  by  the  same  scale.     Age,  heredity,  manner 


of  life  and  occupation  must  be  carefully  cousiderefl.  Moreover,  we  should 
ascertain  the  patient's  power  of  reaction  against  external  intlueuee^,  especially 
mountain  climljing  and  other  bodily  exercise.  Hiigler  refjiiires  that  obese 
persons  with  au  apoplectic  or  a  diabetic  family  predisposition,  with  irregular 
pulse,  with  decided  i bradycardia,  tbose  who  live  in  an  im]*ro]>er  manner,  and 
tliose  who  are  addicted  to  the  use  of  alcolioh  should  he  exrluded  from  life 
insurance.  No  aljsolute  norm  for  a  maximal  or  minimal  hody-weight  exists, 
but  the  rules  laid  down  by  Tliigler  are  nevertheleas  noteworthy :  "  The  insur- 
ance company  at  Basel  is  very  cautious  in  its  dealing  with  individiiak  of  less 
tluin  340  grams,  or  more  than  fiHO  grams  of  weight  per  centimeter  of  body- 
height,  and  such  are  usually  rejected.  We  havCj  however,  reached  the  con- 
clusion that  in  certain  regions,  especially  among  the  very  large,  often  giant- 
size<:h  land  o\^mers  and  farmers  of  East  Frie.sland,  a  higher  body-weight  h 
compatible  with  a  normal  duration  of  life/^  In  my  professional  activity  I 
have  come  acrosis  such  persons,  and  in  general  may  confirm  this  statenTcnt, 
But  however  true  this  may  be,  the  risk  of  the  obese  person  is  to  be  estimated 
wdth  caution.  Even  the  enviable  stage  of  obesity  I  look  upon  with  suspicion, 
for  it  hap])cn8  now  and  then  that,  without  the  ludicrous  intervening,  the 
pitiable  stage  arises,  and  this  is  especially  frequent,  in  my  experience,  in  the 
cases  in  wbich  ol>esity  is  associati^d  with  diabetes  mellitus.  Primary  arthritic 
gout,  even  wlien  it  runs  a  severe  course^  produces,  as  I  have  seen,  far  less  dele- 
terious etfccts.  Frequently  the  ol}ese  are  threatene<l  by  lesions  of  the  heart 
and  the  vascular  sysleni.  In  the  fieart  itself  in  constHjiience  of  fatty  deposits 
dilaiffiifm  at  tirst  develops;  sooner  or  later,  when  compensation  for  the  dam- 
age to  the  cardiac  muscle  is  no  longer  possihle,  tlie  symptoms  of  muscular 
insufhcieney  snj^ervene.  The  Vfisrufar  distHrbfinces  are  scarcely  dependent 
upon  obesity,  but  are  to  be  referred  to  the  nric  acid  diathesis,  usually  a  factor 
in  such  cases.  The  arterial  diseases  of  the  obese  usually  cause  effusions  of 
lilood  into  the  lirain,  to  which  many  fat  persons  succumb.  It  is  of  great 
practical  importance  in  prognosis  that  persons  wdio  suffer  from  obesity,  as  is 
proved  by  experience,  readily  succundj  to  any  infectious  disease  that  attacks 
them.  Among  other  factors  which  render  the  prognosis  more  serious  in 
olK*sity,  1  must  particularly  emphasize  tlie  fact  that  as  it  progresses  it  makes 
the  affected  individual  more  and  more  sedentary,  a  habit  to  which  the  foot 
affections  arising  as  the  rt^nlt  of  obesity  also  furnish  their  share.  Flat-foot 
viTy  often  develops  in  the  young,  particularly  in  individuals  hereditarily  pre- 
disposed to  obesity,  when  the  iKnly- weight  increases.  This  usually  affects 
those  belonging  to  the  higher  classic  of  society,  men  as  well  as  women,  I 
should  like  to  add  here  that  I  have  observed  such  eases  of  flat-foot,  mostly  in 
those  with  a  gouty  predisposition.  This  is  particnlarh*  worthy  of  note  because 
sucfi  a  deformity  of  tlic  foot  cannot  he  cured  without  considering  gout  as 
an  etiologic  factor,  A  stifficient  amount  of  active  muscular  exercise  is  quite 
impossifjle  on  account  of  the  affection  of  the  joints  of  the  foot  and  the  result- 
ing pain.  But  if  the  superfluous  fat  is  removed  by  suitable  dietetic  regimen, 
with  the  slighter  weight  the  dist^ased  feet  will  also  show  a  corresponding 
improvement. 

At  this  point  some  remarks  on  the  influence  of  increasing  obesity  upon 


DIAGXOSIS  159 

tho  pstfchical  life  of  the  patient  may  be  in  nrclor.  It  is  commonly  believetl 
that  fat  persons  have  a  mure  phlegmatic,  and,  asst:)€iatt*d  with  this,  an  espe- 
cially good-natured  dti^positton.  Ttiat  there  is  a  necessary  connection  lietween 
olnsity  and  a  special  temperament  eharaetcrized  by  indiiferenee  and  apathy  is 
certainly  not  irtte.  I  wish  to  issue  a  warning  against  the  adoption  of  this  very 
common  assumption  as  correct,  [That  this  is*  the  general  view,  not  only 
among  the  laity  but  even  among  philosophers  and  poets,  is  well  illustrated  by 
the  famUiar  quotation  from  Julius  Caesar,  Act  1,  Sicene  II,  lines  192^  et  seq. : 

Let  me  have  men  alwut  me  that  are  fat, 

Sleek-beaded  men,  and  nurh  as  sleep  o'  nights: 

Yon  Tii^isiuH  has  a  lean  and  hun;^ry  look; 

He  thinks  too  nineh  r    such   men   are   diingeroug»  (J.  L.  S,)] 

It  Is  true,  however,  that  the  obe.se  individual  is  usually  distingiiislied  hy  a 
less  irrital>le  nervous  system.  It  is  often  dec^lared  that  obesity  hinders  the 
develcij)meni  of  great  mental  power.  With  necessary  limitations,  we  must 
admit  the  truth  of  tiiis  assumption  as  regards  the  extreme  types  of  obesity. 
One  who  has  a  great  burden  of  body  fat  to  carry  about  with  him  can  hardly 
he  expecteil  to  develop  mental  powers  e<|ual  to  those  of  persons  not  limite<l  in 
this  way.  So  long  as  obesity  is  nf)t  excessive,  strong,  energetic,  and  talented 
natures  will  be  able  to  adjust  tiicmselves  to  the  increase  of  their  body  fat  and 
the  result mg  restriction  of  their  iKidily  movements  without  suffering  any  con- 
siderable limitation  of  their  mental  functions. 
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The  diagnosis  of  obesity  is,  as  a  rule,  made  correctly  by  the  laity,  for  the 
c*ondition  is  obvious,  and  may  be  determined  whenever  one  finds  an  immoderate 
development  of  fat  in  the  subcutaneous  connective  tissue.  More  perplexing 
is  the  decision  whether  the  su  peril  nous  fat  development  has  proven  detrimental 
to  other  structures,  for  example,  to  the  muscular  tissue,  as  we  shoulil  assume 
in  al!  of  the  more  raarke<l  grades  of  obesity.  But  for  the  pliysictau  this  offers 
no  great  dilheulty*  Whether  too  much  fat  is  formed  ami  deposited  in  the 
areas  of  the  subcutaneous  connective  tissue  w*hich  are  most  accessible  to  exami- 
nation is  readily  learned  in  most  cas<>s  by  observation  r>f  thost*  parts  of  the 
IxkIv  not  covered  liy  cl<^ihing,  partieuhirly  the  face.  The  cheeks,  and  espe- 
cially t!ie  region  of  the  chin,  apfmir  more  massive  than  normal.  The  *'  double 
chin  "  is  a  familiar  feature.  Yet  there  are  fat  individuals  in  whose  faces  the 
fat  doe*?  not  reach  decided  proportions.  The  nude  bmly,  a^^  a  rule,  shows  accu- 
rately to  wdiat  extent  fat  is  accumulated  in  the  subcutanf^us  connective  tissue. 
Al!  the  landmarks  of  the  body  are  dispbiced  in  oliesity ;  they  appear  as  if  they 
had  been  forced  downward  or  pushed  laterally.  There  is  great  accumulation 
of  fat  in  the  subcutaneous  tissue  of  the  manimar}^  region,  not  only  in  fat 
women  but  also  in  fat  men;  in  the  latter  we  often  see  the  subcutaneous  fat 
heap  up  until  it  produces  masses  that  in  pomi  of  size  are  not  much  less  than 
the  well-developed  female  mamma.  Upon  the  al»dominal  walls  tliiek  trans- 
verse rolls  of  fat  may  often  l)e  seen.     Upon  the  lower  portions  of  the  thorax, 
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and  particularly  over  the  crests  of  the  ilium,  great  collops  of  fat  stanii  out. 
An  enormous  size  is  often  attained  by  the  buttocks  which  are  thickly  cushioned 
with  fat.  These,  however,  do  not  appear  rounded  but  assume  a  somewhat 
triangular  form  since  the  masses  of  fat  hang  downward  and  deviate  laterally. 
Over  the  fold  of  the  buttocks  there  is,  therefore,  a  thick,  shapeless  mass  formed 
by  the  superficial  subcutaneous  fatty  tissue,  which  projects  considerably  beyond 
the  lateral  line  of  the  thighs.  In  other  cases  the  fat  accumulates  particularly 
in  the  sacral  and  lumbar  regions.  The  remarkably  great  development  at  the 
fold  of  the  buttock  continues  downward  into  the  upper  portion  of  the  thigh, 
where  the  subcutaneous  fatty  tissue  shows  an  increase  that  is  scarcely  less  con- 
spicuous. In  very  corpulent  persons  the  subcutaneous  fatty  tissue  upon  the 
legs  also  forms  prominent  tumors.  Of  course,  it  is  only  at  the  autopsy  of  the 
obese  that  we  can  recognize  the  full  extent  of  the  enormous  masses  of  fat  which 
pack  the  internal  cavities  of  the  body,  the  mediastinal  fat,  the  fat  upon  the 
pleura,  the  great  accumulations  of  epicardial  fat,  the  often  excessive  accu- 
mulation of  fat  in  the  omentum  and  mesentery,  as  well  in  the  folds  of  the 
synovial  membranes,  etc. 

J.  P.  Frank  mentions  a  man  observed  by  Boerhaave  who,  as  the  result  of 
over-indulgence  in  food  and  drink,  became  so  fat  that  the  abdomen  had  to  be 
carried  in  a  sling  which  reached  do\^Ti  from  the  shoulders,  and  the  table  at 
which  he  was  accustomed  to  sit  had  to  be  cut  away  in  a  semicircle.  His 
mesentery  alone  weighed  33  pounds. 

Such  fat  people  are  generally  looked  upon  as  unsightly.  Among  the 
Moors,  however,  obesity  in  women  is  regarded  as  a  great  mark  of  beauty,  and 
among  the  Kelowi  in  Central  Africa  a  faultless  odalisk  must  have  the  weight 
and  circumference  of  a  young  camel,  a  circumference  which  she  attempts  to 
secure  by  a  fattening  process  carried  out  with  great  perseverance.  De  gustibus 
non  est  disputandum ! 

1  have  already  mentioned  the  conclusions  of  the  Basel  Life  Insurance 
Company  in  regard  to  the  proportion  between  size  and  body-weight  as  a  factor 
in  prognosis.  In  the  diagnosis,  however,  we  must  detcnnine  not  only  that 
the  individual  in  question  is  obese  but  also  the  degree  of  his  obesity;  we  must 
recognize  ])rol)able  complications  and  the  patient's  capacity  for  work;  we  must 
decide  to  what  extent  he  is  anemic,  etc.  All  these  questions  miLst  be  accu- 
rately determined  before  treatment  is  begun,  and  careful  examination  of  the 
urine  must  be  made  in  every  case  if  gross  errors  are  to  be  avoided. 

TREATMENT 

The  treatment  by  which  a  patient  is  freed  from  his  fat  is  often  designated 
antifat  trentmeni.  Of  course,  the  individual  is  not  to  be  rid  of  all  his  fat 
and  reduced  to  absolute  leanness,  but  he  is  to  have  the  surplus  fat  removed. 
In  such  an  antifat  treatment,  it  must  never  be  forgotten  that  adipose  tissue 
is  a  normal  constituent  of  the  body,  and  that  its  complete  absence  is  not  only 
unbecoming  hut  a  decided  menace  to  the  health  of  the  person  in  question. 
There  are  pc^ople  whose  occupation  necessitates  that  they  ])e  thin  and  remain 
so,  guarding  themselves  against  the  over-accumulation  of  fat  from  any  cause. 
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This  is  ntiained  by  a  jirocess  of  inuninfj,  h:»  chIIihI,  which  consists  in  sv^tematic 
and  gradually  imreased  eXLTcist^  coiiil>iiied  with  a  suitahle  dirL  In  this  man- 
nor  iiuch  porsons  lit  themselves  for  various  feats  of  stren^^th.  Then?  is  special 
training  for  riding,  for  marching,  for  swimming,  for  rowing,  etc.  We  are 
all  familiar  with  the  training  of  race  horses;  by  a  special  kind  of  treatnient, 
by  fwding  and  systematic  miisciihir  exercise,  they  are  prepared  for  their  task. 
By  the  same  means  men  may  prevent  an  increase  of  oliesity,  and  evetitually 
even  become  rid  of  it.  In  the  well  known  processes  of  training^  therefore,  t!iu 
first  princi|>lcs  of  the  treatment  of  oliesity  are  emlMidied,  Nevertheless  the 
detailed  application  of  the  latter  is  dwidcdly  dilTcrent,  in  that  snch  tests  of 
strengtli  as  arc  used  in  training  are  not  suitable  in  the  treatment  of  obesity, 
and,  as  a  rule,  would  In}  dangerous  in  a  corpulent  person. 

Nothing  is  easier  than  to  make  a  person  lean.  Dchove  at  a  meeting  of 
the  Academic  de  ^It^decine  at  Paris  on  the  f^th  of  March,  VMHK  showed  a  patient 
ivho  had  just  passtMi  through  an  emarutlian  cure  (cure  (rauiaigrissement). 
To  cxjdaiu  this  iiieHicKi  I  will  cjuote  briclly  a  review  of  DelioveV  treat nu^nt 
published  in  the  Sf'maine  Mt'dicak,  No,  10,  19UD,  showing  what  this  physician 
advises  in  the  treatment  of  obesity. 

1  must  H'mark  at  the  outset  that  obesity  cures  and  emaciation  cures  are 
by  no  means  to  he  kH>kvd  upon  as  synonymous.  In  the  former  ouly  the  super- 
fluous fat  is  to  l»e  removed,  while  in  the  latter  both  fat  and  muscle  are  to 
lie  diminished.  Leanness  is  attained  iiy  hunger;  a  treatment  to  produce  lean- 
ness and  a  hunger  curt'  are  identical.  Debove's  obese  patient,  who  suffered 
from  urinary  gravcb  weighed  In-fore  treatment  ( wbicli  lasted  less  tlian  a  year), 
14?  kilograms;  after  treatment  he  weighed  only  1I4  kilograms.  The  patient, 
therefore,  in  lesg  than  a  year  lost  53  kilograms  of  lK>dy*weight,  How  wns  this 
attained?  The  patient  was  put  upon  a  pure  milk  diet.  He  received  daily 
for  one  nmnth  2k  liters  of  milk,  during  the  stH?ond  month  only  2  liters,  and 
in  the  third  month  only  one  liter  per  day.  The  patient,  who  was  unable  to 
leave  his  bed,  lost  in  the  tirst  two  months  of  this  treatment  15,  and  in  the 
third  month  5,  kilograms  of  body-weiglit.  After  the  first  three  months  he 
weighed  only  127  kilograms.  During  the  next  four  months  the  patient  re- 
ceived daily  only  one  liter  of  railk.  At  the  em}  of  seven  months  from  the  begin- 
ning of  the  treatment  he  weighed  only  105  kilograms.  lie  then  ceased  to 
emaciate.  But  after  a  change  of  diet  which  permitted  the  patient  to  take 
cooked  vegetables,  salad  and  fruit  in  any  cpiantity  that  he  desired,  he  lost 
12  kilograms  more,  so  that  he  then  weighed  only  m  kilograms.  As  the 
result  of  this  treatment  Tk'bovc  reports  tfiat  the  man  not  only  was  re- 
duced in  flesh  but  that  he  regained  his  health  and  his  physical  and  moral 
capacity.  Del>ove  hopes  that  the  good  efft^ts  of  this  treatment  will  be 
maintained. 

This  case  demonstrates  that  occasionally,  by  means  of  a  starvfilwn  ntre, 
we  may  obtain  good  results.  In  this  case  rhcre  w^as  certainly  a  consitlerahle 
degree  of  malnutrition,  for  2,5  liters  of  milk  per  day,  the  amount  which  the 
patient  received  for  the  first  month,  is  decidt*<ily  insutficieut  for  nutrition,  to 
say  nothing  of  the  fact  that  he  had  to  content  himself  for  months  with  one  liter 
a  day.  Now  it  is  certainly  strange  that,  in  this  patient,  loss  of  weight  ceased 
13  ' 
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after  seven  months  in  spite  of  continued  insufficient  nourishment.  On  the 
other  hand,  upon  administration  of  a  purely  vegetable  diet,  especially  after 
partaking  of  fruit  in  unlimited  quantity,  loss  of  weight  again  took  place.  I 
can  only  explain  these  facts  by  supposing  that  the  patient,  after  the  first 
seven  months,  became  so  hydremic  that  a  further  loss  of  weight  was  no  longer 
possible.  Subsequently,  a  decrease  in  weight  could  only  be  brought  about 
when,  by  the  diuretic  influence  of  the  vegetable  acid  salts  resulting  from  the 
ingestion  of  large  quantities  of  fruit,  depletion  of  the  fluids  of  the  body 
occurred. 

In  obesity  cures  nowadays  we  naturally  do  not  wish  to  use  any  method  of 
treatment  which  brings  about  inanition.  It  is  true  that  in  every  obesity  cure, 
however  rationally  it  is  carried  out,  there  must  always  be  depletion  of  some 
kind.  This  depletion,  however,  must  not  go  so  far  that  muscle  as  well  as  fat 
is  lost.  A  withdrawal  of  fat  without  loss  of  muscle  can  be  brought  about  by 
a  suitable  change  in  the  diet  or  by  increased  muscular  activity,  or — ^best  of 
all — ^by  a  combination  of  both  methods.  By  a  diminution  of  the  nourishment 
which  has  previously  been  taken  in  excess,  and  by  an  increase  of  muscular 
exercise  which  has  previously  been  insufficient,  the  superfluous  body  fat  will 
gradually  be  consumed.  I  do  not  doubt  for  a  moment,  and  I  have  often  em- 
phatically said,  that  this  goal  may  be  reached  by  very  simple  means.  Typical 
in  this  respect  is  the  quaint  tale  of  Johann  Peter  Hebel,  which  many  an  indo- 
lent, fat  carouser  may  take  as  an  example.  This  story  is  told  of  a  rich,  fat 
Amsterdamer,  whose  physician,  living  a  hundred  hours'  journey  from  him — 
and  this  was  no  less  a  personage  than  the  celebrated  physician  Boerhaave,  of 
Leyden — insisted  that  the  patient  visit  him,  and  that  he-  come  on  foot.  He 
impressed  upon  him  the  necessity  of  a  regular  mode  of  life  in  order  to  crush 
the  dragon  which  he  carried  around  in  his  abdomen.  The  patient  became 
an  expert  pedestrian,  and  then  learned  to  saw  wood;  he  restricted  himself  to 
the  food  that  hunger  required,  became  as  healthy  as  a  fish  in  water,  and  reached 
the  age  of  eighty-seven  years,  four  months  and  eighteen  days.  These  effective 
means  of  preventing  an  excessive  increase  of  body  fat,  or  of  causing  superflu- 
ous fat  to  disappear,  have  met  with  little  favor,  though  obviously  they  are  so 
easy  to  carry  out.  We  see  that  celebrated  physicians  like  Johann  Peter  Frank 
almost  maintain  an  attitude  of  hopelessness  as  regards  measures  for  the  re- 
moval of  obesity.  Frank  joins  in  the  old  complaint  of  a  Leipsic  physician 
of  his  time  that  ^^  a  few  succeed,  by  the  aid  of  very  strict  diet,  in  wholly  ridding 
themselves  of  their  superfluous  fat;  as  soon,  however,  as  they  have  accom- 
plished this  (not  without  great  loss  of  power),  and  attempt  to  recuperate  by 
a  less  severe  nutrition  and  mode  of  life,  they  regain  their  previous  amount  of 
fat,  or,  in  its  place  are  attacked  by  a  pitiable  condition  of  dropsical  accumu- 
lation." It  is  obvious  from  this  that  J.  P.  Frank  had  starvation  cures  in 
mind,  and  that  he  was  so  daunted  by  these  unfortunate  experiences  that  he 
did  not  further  pursue  his  endeavors.  He  mentions  no  special  dietetic  rules 
for  the  relief  of  obesity. 

It  seems  to  me  best  to  present  in  chronological  order  a  comprehensive 
review  of  the  methods  of  treatment  which  have  been  employed  in  our  time, 
and  I  desire  expressly  to  state  that  much  that  has  been  claimed  by  individual 
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authors,  with  ^rv&i  8olf-lautljitiniK  m  the  prrjduct  of  their  own  ingenuity,  may 
be  referred  to  vi*ry  ancient  sources. 

First,  then,  n^  the  earliest  of  the  mwiern  nretiiocls  of  treatment  of  obesity, 
the  '*  no-fat  cure''  must  lie  mentioned.  This  treatment  prohibits  the  eating 
of  fatt  on  the  principle  that  under  all  circumstances  fat  will  produce  fat.  The 
type  of  tliis  is  the  eo-ealled  **  Hftniintj  curf'.'*  Banting,  a  very  corpulent  Eng- 
lishman, who  lost  his  fat  hy  this  methwi  under  the  treatment  of  his  pliysician, 
Harvey,  has  made  himself  and  his  cure  widely  celebrated.  Certainly  it  is  to 
his  cre<lit  that  li^  described  his  disease  and  his  treatment  in  a  very  charming 
manner.  Tliis  made  ol>esity  cures  popular  for  the  first  lime,  but  they  were 
in  practice  lonjLi^  before  Banting's  time.  A  Parisian  physician.  Dr.  Tjcou,  in 
the  year  183J*,  was  the  tirst  to  translate  and  annotate  the  work  of  the  English 
physician,  Wadd.  This  book  treated  of  corpulence  and  its  cure,  and  at  the 
same  time  empbasizc^l  the  fact  that  fat  people  must  learn  to  endure  thirst  as 
much  as  possitile.  l^eon  appropriated  the  ancient  teaching  of  Pliny,  to  which 
I  shall  revert  later.  His  views,  however,  did  not  appear  to  mecl  \^ith  general 
approval.  !Much  greater  publicity  was  attained  by  the  methods  of  the  Eng- 
lish physician,  Thomas  K.  C'hamWrs.  He  prohibited  most  strictly  the  use 
of  fats  and  sugar  as  well  as  starch  in  the  form  of  potatoes;  he  limited  decid- 
edly the  eating  of  bread,  and  permitted  only  very  small  quantities  of  fluids. 

I  shall  here  quote  two  of  Chamljers's  diet-tables;  it  is  obvious  that  the 
first  is  much  more  strict  than  the  second.  The  conclusion  may  be  drawTi 
from  these  tablt^i  that  the  enforcement  of  such  strict  rules  met  witli  great 
opposition  on  the  part  of  the  patient.  Perhnps,  too,  Chambers  himself  found 
that  too  great  a  limitation  of  N-free  foods  is  not  well  l>orne  by  fiatients, 

L  Thoa.  K,  Chambem^  "  Corpulence  or  Excess  of  Fat  in  the  Human  Body/*  London, 
1850,  p,   12«, 

Brvakfasi :  Dry,  toasted  lircnd,  or.  iKtttT,  sbip  bii^ciiit;  if  severe  nuisciihir  exereiae 
.is  eonteiiiphited,  :t  Hmull  pii^ce  nf  I  cart  iiicnit  iw  hImi  [U'rinitted. 

Middtri/  rmal  (rmp  o'clock)  z  Scime  mcjit  (  \vitl*out  fiit)  ;  with  thU  stale  bread  or  crack- 
erfl,  or  a  ftmall  t|uantity  of  nmeciiroiii  (eonked  Hoft  with  some  French  rnitstard  or  stewed 
fruit K  or  t^ome  cracker  pudding.     Fluids  niuy  only  be  taken  one  half  hour  after  a  meal. 

I>ater  in  the  day  if  a  !icn?*ation  of  weakneHs  npj^ear,  a  piece  of  bincnit  and  a  gfhiss 
of  water,  otherwise  no  istdid  fr>od  i.**  pernulted  ;  before  j^'nin^  to  l>eil  a  cup  of  f^niel  or  a 
baked  uppte  is  allowe*!,  Chandjers  believes  ten  onnces  (=300  ;Lrranis)  of  Holid  fot^d  to  be 
Buffieient,  but  prciicribei*  a  small  quantity  of  malt-extract  at  meal-time  more  effectually 
to  fjuiet  buiir,''er. 

2.  ChamhrrH,  *'  Leetures  on  Corpulenee/'  Ijondnn,  lSft4,  p.  542. 

hrrtikfoAt  (to  l>e  taken  early)  :  Two  Iamb  ehops  carefully  freed  from  fat,  broiled  or 
stewed,  and  ship  biHruit.  By  way  of  variation  a  pijjeon,  ;?"ame»  or  fish  in  corresponding 
ninouiit.  As  fluid:  Soda  water,  or.  even  Iw'tter,  ordinary  water,  perhaps  »  cup  of  tea 
without  milk  made  in  the  Russian  style  wilb  a  thick  slice  of  lemon. 

Lunrh  (i^eeond  breakfaMt)  r  The  same  solid  fooda.  Fluid i  a  glaaa  of  claret  and 
Bufffundy^  half  and  half,  with  water. 

Dinner  (best  about  mx  oVlfH-kl  :  Soup  and  flsh  are  to  be  avoided.  Boiled  lamb  and 
beef  are  to  form  the  principal  constituents  of  diet.  With  this  some  biscuit  with  vegeta- 
bles rich  in  chlorophyl  and  starch,  such  as  cabbage,  lettuce,  spinachp  beatis,  and  celery 
In  small  amount-^;  no  potatoes-  Sweets,  prj^s*  and  beer  are  to  be  avoided  like  poison, 
Kext  to  water,  claret  is  the  beat  drink.    Cbanipngne  is  the  worst. 

Evening:  A  cup  of  tea  in  the  Kussjan  style,  or  a  glass  of  ice-water,  or,  better,  a 
glasa  of  soda  water  or  ordinary  water. 
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Banting's  diet  list  is  as  follows : 

Breakfast:  120  to  150  grams  of  bocf  or  lamb,  kidneys,  fried  fish,  ham,  or  any  cold 
meat  (only  pork  being  absolutely  prohibited),  a  large  cup  of  tea  without  milk  or  sugar, 
some  rusks,  or  30  grams  of  toast  without  butter  (total  of  150  to  180  grams  of  solids 
and  240  grams  of  fluid). 

Resides,  Banting  first  took  a  swallow  of  "  Balsam  of  Life  " — probably  a  kind  of 
bitter-tonic. 

Midday  meal:  150  to  180  grams  of  fish  (except  salmon),  or  meat  (no  pork),  or  any 
kind  of  poultry  or  game,  all  sorts  of  vegetables  (except  potatoes),  30  grams  of  toasted 
bread  or  stewed  fruit.  Two  to  three  glasses  of  red  wine,  sherry  or  Medoc  (champagne. 
Port  wine  and  beer  are  prohibit(>d)  ;  total  of  240  grams  each  of  fiuids  and  solids. 

Afternoon:  A  cup  of  tea  (without  milk  or  sugar),  60  to  90  grams  of  fruit,  one  or 
two  large  biscuits ;  totiil  of  (50  grams  of  solid  and  240  grams  of  fluid. 

Supper:  00  to  220  grams  of  meat  or  fish  (same  varieties  as  at  the  midday  meal), 
and  one  or  two  glasses  of  rod  wine;  total  90  to  120  grams  of  solids  and  180  grams  of 
fluid.  As  a  drink  just  before  going  to  bed  some  grog  (consisting  of  red  wine  or  mm 
without  sugar)  or  one  or  two  glasses  of  red  wine. 

In  this  compilation  it  appears  that  Banting  (who  in  respect  to  quantities 
did  not  exactly  conform  to  this  scheme)  was  allowed  by  his  physician  about 
600  to  ()50  grams  of  solids  and  500  to  1,000  grams  of  fluid  per  day.  In 
Banting's  letter  describing  his  cure  T  cannot  find  the  statement  that  he  allowed 
an  unlimited  supply  of  water  to  persons  i)redisposed  to  obesity — as  Immer- 
mann  and  (-antani  re|)ort. 

The  following  rules  of  Robin  may  also  be  arranged  among  the  antifat 
cures.  Albert  Hobin  (Revue  de  iherap.  med.-chir,,  1897,  Xo.  24,  quoted  from 
the  Correspondenzhlatt  fur  Schweizer  Aerzte,  181)8,  page  96,  No.  3)  permits 
five  meals  daily. 

1.  Eight  oV/ocA-  in  the  morning:  A  soft  boiled  egg,  20  grams  of  fish  or  lean  meat 
taken  cold  without  any  addition.  10  grams  of  bread,  a  cup  of  weak  tea  as  hot  as  possible 
and  without  sugar. 

2.  Ten  o'clock:  Two  soft  l)oiled  eggs,  5  grams  of  bread,  100  c.c.  of  wine  with  water, 
or  tea  without  sugar. 

3.  Tu'clvr  o'clock  (midday  niosil)  :  Cold  moat  according  to  choic<'  but  without  bread; 
as  a  substitute  for  bread,  ic-ttucc  or  water-cress  with  a  little  salt;  if  absolutely  necessary 
at  most  'M)  gfjiins  of  bread.  Kxclusively  gnvn  vegetables,  particularly  boiled  lettuce 
(100  to  150  grams).  The  same  quantity  of  raw  fruit  for  des.sert;  as  fluid  one  or  two 
glasses  of  n-d  wine  with  water. 

A  (jiiartor  of  an  lionr  after  the  nioal  a  cup  of  weak  tea  without  sugar. 

4.  Four  o'clock  p.m.:  A  cup  of  weak  tea  without  sugar. 

f).  Kerning,  st  rn\  o'clock  isupprr)  :  Same  as  in  the  morning  at  eight  o'clock  with 
the  aildition  of  hot  meat  witli  or  witliout  li>h,  at  nu»st  100  grams. 

AftiT  every  meal  a  walk  lastin;;  for  one-half  to  three-(juarters  of  an  hour;  besides, 
general  hy;:ienie  measures,  hydrotherapy  with  friction,  steam  baths  and  general  massage 
are  advised.  Seven  lunirs  of  sln'p  for  adults,  eight  hours  for  children.  No  sleep  dur- 
ing the  day.  Kegjirding  Robin's  advice  as  to  the  amount  of  lluid,  mention  will  be 
made  later. 

Kobirrs  (Vwi  rogiilaiions  reciiiire  much  greater  solf-flonial  on  the  part  of 
the  oImsc  tlmn  t]ios(»  of  the  English  authors  provionsly  iiH'iiti^mtHl.  I  think 
it  <iiii<e  ]ik<'ly  tliai  Koliin  rorkoiicd  first  of  nil  with  the  manner  of  life  and  the 
dietetic  pcn-uliarities  of  his  French  compatriots.     Cantani  is  more  strict  with 


TREATMENT  ^^^^^  165 

his  olie^Q  patients.    He  ahsolutdy  prohibits  not  only  all  fat,  but  also  all 
made  of  tiour,  aod  also  all  sngar-containing  nrnteriaU. 

Cantani  probably  realizes!  that  the  dietary  fonnuhis  which  he  published 
could  scarcely  be  followed  by  the  obese,  or  only  en<lnnMl  for  a  brief  while. 
In  some  of  his  patients,  partly  on  account  of  tbe  wnconqiierable  aversion  con- 
iequent  upon  consuming  such  great  amounts  of -nieat,  partly  on  account  of  the 
incapacity  of  the  stomach  to  digest  so  much  animal  food,  and  partly  because 
of  the  great  muscular  debility  which  appeared  after  following  his  dietary 
rules,  Cantaui  hiruself  combined  his  rules  with  Harvey- Ban  ting  formulas 
in  wliich  a  certain  quantity  of  carbohydrates  and  fat  wttc  permitted.  How- 
ever, even  the  so-called  Banting  cure  is  by  no  means  harmless.  The  large  j 
quantity  of  albumin  n^[uired  by  it  on  t!ie  one  hand^  and  the  too  great  limita- 
tion of  X-frc*e  foods  (fat  and  carbohydrates)  on  the  other  hand,  are  very  badly 
tolerated  by  the  patient,  and,  as  professional  experience  has  shown,  not  infre* 
qiiently  are  prfwluctive  of  serious  harm.  We  know,  for  e\a!Uple,  to  mention 
but  one  point,  that  no-fat  cures  of  this  kind  may  produce  severe  organic  dis- 
ease* of  the  kidneys.  The  danger  of  sneh  cures  would  be  yet  grefiter  if  the 
"  lean  meat  "  did  not  con  hi  in  a  certain  proportion  of  fat ;  even  lean  beef  con- 
tains al>out  2  per  c*ent*  of  fat.  Nevertheless,  the  amount  of  carbohydrates 
allowed  by  these  tables  is  still  insutlicient.  Cheese,  of  course,  cannot  be  taken 
in  a  no- fat  cure — it  is  expressly  forbidden  by  Cantani— as  there  is  no  kind 
of  cheese  that  is  frw  from  fat. 

By  this  no'fnt  method  of  treatment,  quite  insupportable  conditions  are 
pmduced  wdiieh  even  a  very  str*>ng*wilkHl  person  can  at  most  endure  for  only 
a  brief  wliile.  Yet  these  methods  were  those  moM  commonly  employed  up  to 
the  beginning  of  tbe  eighth  decade  of  the  nineteenth  century.  Since  then,' 
however,  the  "  no-fat  "  method  has  more  and  more  fallen  into  disuse.  Of 
course,  it  must  tn^  admitted  that  the  treatment  by  the  withdrawal  of  fat  is 
effectual  and  even  to  a  certain  degree  rational,  i,  e.,  by  such  a  system  of  nutri- 
tion a  loss  of  fat  may  ]h}  lirought  aljout  without  damage  to  the  uiuscle;  but 
great  care  must  be  exercised.  In  tbe  most  favoratde  eases  the  method  can  be 
pursued  only  for  a  period  of  a  few^  wrecks,  or  at  most  a  few  months,  provided 
all  goes  well.  Further,  this  method  can  only  l>e  risked  in  obese  patients  w4io 
are  still  in  grxKl  musciihir  condition:  for  only  very  strong  constitutions  can 
endure  sueb  a  diet  for  any  length  of  tiuie.  On  accoimt  of  this  linntrMl  applica- 
tion, the  "'  n(»-fat  ''  cures  do  not  fultil  the  re<iuirements  which  a  tndy  rational 
cure  of  obesity  calls  for.  In  such  a  method,  for  instance,  it  is  desirable  that 
the  patient  should,  without  danger  to  his  health  and  without  too  great  priva- 
tion, be  able  to  continue  the  diet  |>fTmanently  after  the  result  has  hctm  ob- 
tainefl,  though  j>erhaps  with  slight  moclifications.  Such  moditications  have, 
however,  not  h^en  proposed  by  any  of  the  exponents  of  these  methods  if  we 
except  the  advice  of  Cantani  that,  in  case  his  dietary  regulations  prove 
impracticable,  ihe  Banting  cure,  i.e.,  the  regime  of  Thomas  K.  (Iiamhers,  is 
to  he  suhstitut(*<l.  I  do  not  believe  that  j*uch  ntodifications  of  antifat  cure^ 
are  possible  without  violating  and  completely  overthrowing  their  principle. 
In  sxich  a  modifl*  atton  the  amoimt  of  all>nmin  which  is  to  be  consumed  must 
be  lessened,  and  either  fat  or  carlx>hyd rates  substituttH;!  in  a  corresponding 


166  OBESITY 

amount.  Of  course,  under  such  circumstances,  the  diet  loses  its  significance, 
which,  after  all,  consists  in  the  large  amount  of  albumin  which  the  patient 
is  supposed  to  consume. 

The  shortcomings  of  the  "  no-fat "  cures,  especially  the  fact  that  at  best 
they  admit  of  but  temporary  employment,  caused  me  to  propose  in  the  year 
1882  a  method  for  the  treatment  of  obesity  which  is  free  from  the  objection- 
able features  of  those  previously  mentioned,  and  which,  without  losing  its 
distinguishing  characteristics,^  may  be  variously  modified  from  time  to  time 
according  to  whatever  conditions  may  arise.  My  method,  which  is  by  no 
means  a  modification  of  the  Banting  cure,  permits  a  manner  of  life  which 
differs  but  little  from  that  of  other  plain  and  sensible  persons.  My  plan  can 
be  continued  indefinitely  by  the  person  in  question  without  the  exercise  of 
too  great  self-denial.  By  this  means  alone  is  it  possible  to  retain  perma- 
nently what  has  once  been  achieved.  The  treatment  of  obesity  is  a  rational 
one  only  when  we  endeavor  to  bring  about  a  lasting  cure,  and  not  only  a  rapid 
transitory  result.  We  can  never  succeed  permanently  with  any  method  of 
treatment  if  the  patient  follows  it  only  for  a  certain  length  of  time  and  then 
returns  to  his  former  mode  of  life;  that  which  has  shown  itself  as  curative 
must  form  a  permanent  and  integral  constituent  of  his  future  manner 
of  life. 

The  conceptions  which  led  me  to  propose  for  obese  persons  a  diet  which 
should  be  curative,  and,  in  its  main  principles,  could  be  maintained  during 
life  were  chiefly  the  following:  It  is  sufficiently  proven  by  experience  that 
even  in  fat  persons  the  ingestion  of  a  measured  quantity  of  fat  under  certain 
circumstances  fails  to  produce  any  accumulation  of  fat,  and  that  the  person 
in  question  may  even  rid  himself  of  his  superfluous  fat  provided  that  the 
carbohydrates  are  properly  limited  and  that  his  manner  of  living  is  otherwise 
normal  and  in  accordance  with  the  fundamental  laws  of  the  modem  phys- 
iology of  nutrition.  I  have,  therefore,  abjured  the  fat-depletion  cures  and 
assigned  to  fat  the  place  which  it  should  occupy  in  the  diet  of  the  obese.  The 
prohibition  of  fat  is  entirely  opposed  to  the  physiological  laws  of  normal  nutri- 
tion. Fat  is  a  nccrssarj/  food.  No  less  prominent  a  physiologist  than  Don- 
ders  refers  to  this  as  follows:  "Too  little  fat  undermines  the  organism,  and 
lays  a  foundation  for  faulty  nutrition,  a  poor  admixture  of  the  nutritive  juices 
and  of  the  tissues.*'  That  this  law  is  not  operative  for  the  obese  can  neither 
be  proven  by  scientific  reasoning  nor  infcTred  from  professional  experience. 
Even  Hippocrates  advised  for  the  obese  the  ingestion  of  foods  prepared  with 
fat,  as,  in  this  manner,  the  appetite  was  most  rapidly  satisfied.  This  obser- 
vation of  Hippocrates  is  ])erf(»ctly  correct. 

It  is,  therefore,  an  ancient  law  of  experience  that  by  the  addition  of  a  cer- 
tain amount  of  fat  to  the  food  the  sensation  of  hunger  is  more  lastingly  re- 
moved than  ])v  food  very  deficient  in  fat,  or  ])y  an  equivalent  amount  of  carbo- 
hydrates or  of  al])urnin.  Fatty  foods  act  in  this  way  not  because  they  spoil 
the  ap])etite  nor  (as  has  been  maintained  ])y  some)  b(»cause- they  produce  dys- 
fx^ptic  symptoms.  On  the  contrary  we  see  that  dyspeptic  symptoms  appear 
frequently  after  the  ingestion  of  too  large  quantities  of  meat.  That  one  may 
eat  (Miormously  of  meat  without  a  sensation  of  satiety  is  well  known.     Quite 
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similar  are  the  experiences  in  regard  to  carbohydrates.  The  qiie.^ition  why  fat 
saUates  m  most  rapidly  may  be  very  ea.^ily  eA'pbinod  hy  the  obsen^ations  of 
M,  Matthew  and  E.  Marquardsen  (Verhandf,  d.  Congr,  fiir  innere  Med.,  1898, j 
XVI,  p.  358  n.  fig.)-  These  observers  have  shown  that  fats  remain  in  the 
stomach  for  a  long  time,  and  that  hirge  amonnts  of  fat  necessitate  a  very 
large  o\|jonditiTre  of  the  regulatory  powers  of  tho  stomachy  and  produce  a 
decided  encunihrancc  of  tho  same.  As  in  my  diet  regnlations  ttw  great 
amounts  of  fat  are  not  j>ermitted  the  obese,  the  deleterious  effects  arising  there- 
from are  not  to  be  feared.  Further,  the  inclusion  of  fat  is  by  no  means  a 
cure  hff  mranfi  of  namva^  as  has  l)een  stated  l>y  one  author.  It  is  in  fact  not 
a  cure  lull  a  mmJc  of  living  whereby  fat  simply  assumes  its  proper  function 
as  a  ft>od. 

To  attain  this  purpose,  no  larger  amount  of  fat  is  necessary  than  is  per- 
mit (<jm1  to  non-nliese  fR^sons,  even  to  those  wlio  are  snhjwted  to  the  hardest  j 
labor,  in  the  nutritwn  of  the  obese  the  limitntion  in  lite  amounl  of  carbo^ 
hfjdraies  is  the  ehief  point.  Of  conrse,  this  df>es  not  mean  that  an  intolerable 
limitation  of  vegetalile  food  is  necessary.  On  the  contrary,  in  the  nutrition 
of  fat  persons  a  plentiful  use  is  to  l>o  made  of  gnvn  vegetables  rich  in  water 
and  ]>oor  in  carboliytirates,  since  their  pre-eminent  qualifieations  as  satiating 
foods  and  fat  carriers  nnike  tliem  especially  suitable.  Only  vegetables  rich 
in  starch,  such  as  turnips,  potatoes,  etc.,  are  to  be  avoided.  By  this  method 
fat  is  adriiinistercHl  to  the  patient  in  such  wise  as  to  cause  no  repugnance,  and, 
the  carbohydrates  may  be  limitwl  by  giving  a  bivail  richer  in  albumin  than  is] 
nsyally  taken — a  |ioint  to  which  I  called  attention  a  number  of  years  ago. 
Our  ordinary  bread  contains  only  about  (1  to  7  per  cent,  of  albumin,  and  its 
nutritive  prrwluct  is  almost  exclusively  starch.  The  starch  may  Ije  decidedly 
reduced  if  ilie  albumin  contents  of  the  bread  are  inerensi^l  by  the  addition 
of  vegetable  albumin.  In  this  manner  it  is  ea>*y  to  prepare,  even  at  liome, 
a  very  palatable  bread  which  will  contain  from  20  to  30  per  cent,  of  albumin, 
I  have  repeater! ly  published  the  formulas  mvessary  for  this  purpose,  last  in 
the  article  by  Sehwalbc  and  myself  on  Diabetes  Mellitus  in  the  *^  irandlmeh 
der  praktiselien  Medicin/'  Stuttgart,  lf)OL  For  the  preparation  of  such  a 
bread  we  require  pure  vegetalvle  allium  in.  which  may  be  obtained  from  a  nimi- 
her  of  plants.  Vegetable  albumin  is  easily  digested,  readily  utilizeii  by  the 
human  organism,  and  is  not  onlv  very  mueli  cheaper  than  meat  but,  for  many 
other  reasons,  is  even  preferable.  Vp  to  ver}'  recent  times  l)ut  two  such  pure 
vegetable  albumins  were  at  our  disposal,  one  of  wliich  w^as  discovered  by  Dr. 
Johannes  Hundhausen  of  Hamm  i.  W.,  and  manufactured  from  gluten,  a 
patent  albumin  which  the  inventor  calls  "  aleuronat.' '  In  addition  to  small 
quantities  of  salts  (0.78  per  cent.)  and  cellulose  (0  t5  per  ct^nt.)  alcuronat 
contains  at  least  80  per  cent,  of  albumin,  about  7  r>er  cent,  of  carlwhyd rates, 
and  about  9  per  cent,  of  water,  Tlie  second  vegetable  albumin,  placed  at  our 
dispo.sal  later  than  aleuronat,  is  the  rice  albumin  "  crgcui ''  which  is  manu- 
factured by  Dr.  Hensel  &  Co.,  in  the  chemical  laboratory  at  Ijcsum  near 
Bremen. 

This  is  not  the  place  at  which  to  enumerate  the  varied  uses  we  may  make 
of  vegetable  albumin  in  the  nutrition  of  patients  with  dialjctes  mellitns.     In 
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obesity  as  well  as  in  gout  we  utilize  vegetable  albumin  almost -exclusively  for 
the  preparation  of  a  bread  rich  in  albumin,  by  which  we  may  satisfy  a  greater 
albumin  requirement  in  the  individual  than  is  possible  by  means  of  our  ordi- 
nary bread.  In  this  manner  larger  amounts  of  bread  may  be  permitted  than 
would  otherwise  be  allowable,  which  is  very  acceptable  to  the  patient.  By 
the  aid  of  these  vegetable  albumins  we  may  produce  a  l)read  which  is  entirely 
unobjectionable ;  frequently,  however,  such  a  bread  is  distasteful.  This  is  due 
to  the  fact  that  the  necessary  care  has  not  been  observed  in  its  preparation.  It 
therefore  appears  to  me  worth  while  to  give  some  directions  and  a  few  recipes 
for  the  preparation  of  these  breads  rich  in  albumin,  such  breads  as  are  useful 
in  the  dietetic  treatment  of  obesity  and  gout.  To  ensure  a  faultless  bread, 
absolutely  necessary  prerequisites  are:  1.  Scrupulous  cleanliness  of  all  uten- 
sils and  purity  of  all  ingredients;  2.  A  pure,  starch-free,  compressed  yeast 
(common,  so-called  baker's  yeast  may  be  adulterated  with  starch  flour  up  to 
50  per  cent.)  with  good  fermenting  power — for  the  preparation  of  good  aleu- 
ronat  or  ergon  bread  requires  a  larger  quantity  of  yeast  than  other  breads; 
3.  An  exact  following  of  the  recipes  in  regard  to  the  amount  of  fluid. 


1.  RECIPE  FOR  THE  PREPARATION  OF  WHEAT  BREAD  WHICH  CONTAINS 
ABOUT  27.5  PER  CENT.  OF  ALBUMIN 

{Before  the  addition  of  any  liquids,) 

600  grams  of  wheat  flour, 
150  grams  of  aleuronat  or  ergon, 
10  grams  of  yea?>t., 
\  liter  of  milk, 
5|  grams  of  common  salt, 
About  one  gram  of  sugar  (i.  e.,  as  much  as 
the  yeast  recjuircs  for  fermentation). 


Proportion  of  aleuronat  or  ergon  to  wheat 
flour  as  1 : 4. 


Tlu»  flour  and  aleuronat  are  to  bo  well  mixed  in  a  pan  previously  warmed  to  about 
30**  C.  A  small  portion  of  the  milk  is  warmed  to  about  the  same  temperature,  and 
after  one  gram  of  sugar  has  been  dissolved  in  it  the  mixture  is  poured  upon  the  crumbled 
yeast,  and  the  whole  set  in  a  warm  place  at  not  over  30°  C,  and  allowed  to  stand  until 
it  ferment^.  This  mixture  is  then  poured  into  the  center  of  the  flour  and  aleuronat 
(or  ergon)  mixture  in  such  a  way  that  the  outer  Imnlers  of  the  flour  are  not  moistened. 
Next  the  reniain<ler  of  the  warm  (30°  C. )  milk  and  the  salt  an'  stirrwl  in  with  a  spoon, 
still  kee]»ing  the  outer  portiims  of  the  dough  dry.  The  vessel  must  then  stand  in  a 
warm  place  (30'"''  (.'. )  covered  with  a  cloth  until  tlic  (h)Ugh  rises;  then  it  is  to  be  mixed, 
first  with  a  s]HM)n  and  then  lightly  with  the  hands  (firm  kneading  is  to  be  avoided), 
with  the  dry  Hour  still  remaining  at  the  edges  until  a  soft  dough  is  formed  from  the 
entire  mass.  It  is  then  made  into  small  loaves  which  are  allowed  to  rise  in  a  baking 
pan  slightly  warnu'd  (30°  C. ),  greased  with  butter.  After  they  have  risen,  the  loaves 
are  glos-.ed  over  with  melted  butter  and  baked  for  on<'-half  or  threc-(]uarters  of  an  hour. 
Brushing  tlu'  .surface  of  the  loaves  with  cold  water  before  they  are  taken  from  the 
oven  giv<'.s  thciii  greater  luster.  These  loaves  may  be  "aten  on  the  day  of  baking,  or 
even  a  day  or  two  later,  hut  are  better  if  placed  in  the  oven  and  re-baked.  Bread 
containing  fat,  and  very  palatable,  may  In*  made  by  adding  butter  to  the  mixture  of 
warm  milk  and  table  salt  in  a  proportion  of  about  .10  grams  <»f  butter  to  about  one  pound 
of  dough.     This  bread  also  is  to  be  smeared  with  butter,  and  baked  in  a  pan. 
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2,  RECIPE   FOR   THE    PUEPA RATION    OP    RYE    BREAD    WHICH    CONTAINS 
ABOUT  27.5  PER  CENT.  OF  ALBUMIN 

{Before  the  add li ion  of  liquids.) 

1»200  grams  of  rye  flour, 
3i>(>  grams  of  iilenronat, 
30  grums  of  sour  dough,' 
About  Pi  grams  of  table  salU 
About   1.5   litt'ns  of  bikewarm   water,  and 
Jastly,  some  caraway  &ee*l  (if  desired). 


Proportion  ol  aleuronat  to  rye  flour  as  1 : 4 


On  the  ei'cnmi?  before  bn kin jy,  flour  nnd  aleuronnt  (or  (^Tf^on)  having?  b«*n  previously 
wjiniifMl  are  tborouifhly  nvixt'd  iu  a  xc^hvI  wuniKnl  to  30*  V.  To  tbi>?  mixed  flour  add 
tlie  i+our  dou|(h  which  }ias  Im'vu  jirtnioufi^ly  mixed  with  Home  of  Ihe  hiktnviirm  water,  nud 
is  now  poured  into  n  hollow  in  tin*  renter  of  the  niasK  of  Hour,  tlie  outer  iMwdiTS  of  the 
flour  remairiiiig'  dry  and  unloueheii.  Now^  the  dry  aleuronait  im  er^^on )  mixture  nt 
th«3  ed^'c***  is  mixed  with  the  watery  mixture  of  sour  doii^di  in  the  ceuter  while  we 
gradually  add  the  rest  of  the  \vater»  stirring  from  the  center  to  the  ]»eriphery.  After 
til  in  IK  done,  the  entire  nins8  in  the  vessel  m  sprinkled  with  the  aleuronat  (erj?on) 
ttour  mixture,  ami  the  douph  prepure*!  in  ihi»  manner  in  allowed  to  J^tund  over  nijudit 
(iihout  t\%elve  hour?*),  well  tM^vered  and  kept  warm  at  nlxiut  311*  C,  In  the  morning.' 
salt  and  earn  way  himxI  ;ire  addrtJ,  and  thr-  nuiMH  iw  kneaded  at  once.  If  the  dou^h  m  too 
BtifT  it  may  \m*  made  more  Hfionj^y  l>y  tiie  addition  of  lukewarm  water,  and  if  it  is  too 
atieky  tlour  and  aleuronat  (or  ergon),  1  to  1,  nifiy  be  kneailed  in»  Then  the  dough 
IB  pbieed  in  a  hIiuHow  iron  pan,  eovered  with  i\  linen  eloth.  and  set  in  a  warm  place  at 
al>out  W^  V,  for  2  to  '2\  hour?*,  to  rise.  When  li^^ht  the  loavefi  iire  bru8he<l  with  nieUed 
butter,  and  baked  for  alwnit  2  to  2i  hours.  To  tent  whether  tlie  bread  i^  done,  a  splinter 
of  wwhI  nuiy  be  intro<Iueed  into  a  loaf,  and  if,  on  witbdruwinf?  it,  no  moist  dough 
adheren  to  it  the  bread  ik  thorotighly  baked.  It  m  udviMiilde  during  the  last  part  of  the 
bftking  to  turn  the  loaves  in  the  pan.  Th\^  bread  should  not  tie  eut  until  the  next  day. 
It  sboubl  tve  kept  in  a  cool  plaee»  and  in  the  summer  in  tlie  refri^enitor. 

Of  eourne,  bread  eoutiiiuing  h'i^s  aleuronat  or  ergon  may  lie  made  either  with  wheat 
flour,  or  with  rye  Hour.  Thun,  for  example,  we  can  make  bread  which  eontaint*  one  and 
a  half  limes  as  mueh  or  double  the  nmount  of  albumin  tin  dry  subjitjince)  eontaine<l 
ill  ordinary  bread,  which,  as  in  well  knovvn,  eonbiius  aliout  teo  per  ct*nt.  of  alliumin 
(dry I.  To  make  bread  eoiitaining  alK^ut  fifteen  jier  cent,  of  albumin  in  the  dried 
condition,  add  one  purt  of  aleunmat  or  ergcui  to  alwiut  twenty  pari;*  of  Hour;  to  make 
bread  c<mtaiuing  atjout  twenty  per  eent.  of  albundn  (dry),  add  alwjut  ont'  part  of 
aleuromit  i»r  r'lgtin  to  eight  |wirts  of  Hour.  The  smaller  the  amount  of  uleumnat  or  ergon 
the  eaji^ier  it  is  to  make  aleurouat  or  ergon  bread.  It  is  therefore  advisable  for  an 
amateur  in  bread  baking  to  Ik^h  with  one  of  the  weaker  vileuronat  or  ergon  breads 
aceordiug  to  the  recip's  just  given.  The  brejid»  cont^iiniug  larger  ijuantities  of  albuitiin 
eajl  then  U^  made  with  greater  certainty  an<l  ease. 

Rercntly  the  ntiml>er  of  vefjetahJe-alhumin  preparations  has  giratly  in- 
ciT»ns«*d.  Among  tht^e  may  he  niontionp<l  the  prodin-t  of  Niernijller  in 
Giitersloh  i.  W.  from  grain,  antl  calltHl  "  rohornt"-  For  baking  purpo,so^  this 
ig  exre<"<lingly  useful.  Fiirtlier  oxperieiieti^  wfll  have  to  be  gatlienxl  in  rogard 
to  these  preparations,  whose  nimilxT  wil!  probably  Inerea.^e  still   ftirtlier. 

A  forinirlnble  rival  to  these  vegetable-albiiniin  preparations  is  frrah  caj^ein. 
The  invest igatioB.s  undertaken  in  my  clinic  by  E.  Schreiber  {CentralhL  f. 
SioffuxvJisd-  und  VrrdaHung^Jcranl'heiten,  1901,  Nr.  5)  have  shown  that  there 

1 1  Rye  flour  dough  from  a  previous  baking,  w^hich  has  been  set  aside  for  several  days, 
and  has  turned  sour.     [J.  L.  8.] ) 
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is  no  cheaper,  and  at  the  same  time  more  palatable,  albumin  for  these  pur- 
poses. Bread  produced  from  fresh  casein  (casein  bread)  may  of  course  be 
also  utilized  in  the  nutrition  of  gouty  patients,  for  casein  does  not  produce  an 
increase  in  uric  acid  excretion.  The  bread  made  with  this  casein  can  be 
readily  baked  by  any  baker.  I  have  often  used  it  with  advantage  in  the 
nutrition  of  the  obese,  of  gouty  patients,  and  particularly  also  in  diabetes 
mellitus. 

It  is  obvious  that  within  certain  limits  leguminous  vegetables  may  also 
be  utilized  in  the  nutrition  of  the  obese.  Besides  a  plentiful  amount  of  albu- 
min these  vegetables  contain  much  carbohydrate,  but  with  a  corresponding 
limitation  of  the  other  carbohydrates  of  the  diet,  they  may  be  used  with  advan- 
tage. The  discreet  use  of  fruit  not  too  sweet,  and  of  stewed  fruit  without 
the  addition  of  sugar,  is  permitted.  Sugar,  puddings,  and  starchy  foods  of 
other  kinds,  as  well  as  potatoes  and  all  dishes  made  from  them,  are  absolutely 
prohibited  for  the  obese.  A  small  quantity  of  wine  deficient  in  sugar  and 
containing  small  amoimts  of  alcohol  may  be  given,  provided  the  patient  can- 
not get  along  without  it.  Beer  I  prohibit.  This  is  generally  one  of  the  most 
severe  trials  which  the  obese  patient  is  called  upon  to  undergo.  Brillat-Savarin 
is,  however,  quite  correct  when  he  says  to  the  obese :  "  Avoid  beer  as  you 
would  the  pest."  But  with  regard  to  tobacco,  provided  there  is  no  contra- 
indication on  account  of  the  heart,  I  permit  a  moderate  iAdulgence — two  or 
three  mild  cigars  a  day. 

Finally,  regarding  the  proper  quantity  of  albumin  for  corpulent  individ- 
uals, of  course  all  superfluous  proteid  must  be  reduced  according  to  the  indi- 
vidual requirements,  as  in  the  antifat  methods  of  treatment.  Certainly  custom 
permits  entirely  too  much  latitude  in  this  direction,  and  often  the  patients 
take  far  too  much  albumin.  We  have  seen  that  by  including  vegetable  albu- 
min in  the  diet,  a  considerable  amount  of  the  albumin  needed  by  the  body 
is  provided.  On  the  other  hand,  I  must  emphasize  that,  in  such  a  diet,  the 
patients  have  all  the  variety  necessary  for  those  who  live  under  normal  condi- 
tions, and  who  do  not  perform  excessive  bodily  labor.  With  this  diet,  wherein 
the  fatty  foods  fill  their  proper  place,  we  find  that  hunger  is  more  easily  satis- 
fied than  with  an  antifat  diet,  and  that  the  thirst  which  occurs  in  all  antifat 
cures  is  also  avoided.  If  thirst  were  not  a  constant  feature  in  "  antifat  cures  " 
it  would  be  unnecessary  to  make  such  statements  as  that  the  patients  "  must 
learn  to  endure  thirst."  The  effect  of  fat  in  diminishing  thirst  has  been 
observed  and  dwelt  upon  by  so  many  competent  authorities  that  it  is  unneces- 
sary for  nic  to  enter  more  minutely  into  this  subject.  If  the  method  of  treat- 
ment ])r()pose(l  ])y  me,  or,  let  us  say,  the  "  proper  manner  of  life  for  the  obese," 
is  maintained  (controlled,  of  course,  by  an  expert),  eventually  the  superfluous 
fat,  and  only  this,  will  gradually  disappear.  A  too  rapid  loss  of  weight  is 
injurious,  y^as-.v  of  fat  should  ahraj/s  occur  slowly,  and  must  be  brought  about 
with  great  care.  The  method  must  never  be  allowed  to  fall  into  a  rigid 
routine,  ])ut  mnst  be  arranged  according  to  the  individual  conditions  of  each 
case;  and  it  must  also  ])e  so  arranged  that  the  patient  may  pursue  his  ordinary 
occupation  without  detriment. 

A  few  examples  will  serve  to  illustrate  briefly  the  manner  of  life  advised 
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by  me.  No  hard  and  fast  rules  can  be  givtm  because,  asi  T  have  several  tiine« 
statetl,  the  method  should  never  become  a  routine  alTair.  For  example,  in 
the  first  case  (see  below)  if  instead  of  the  ordinary  rye  and  wheat  bread,  a 
bread  richer  in  albumin  is  chosen,  the  ration  of  Ijread  must  naturally  l)e  in- 
creased and  the  daily  quantity  of  meat  correspondingly  diminisln?^!,  etc.  Three 
meals  a  day  I  believe  to  he  the  liest  rule.  Yet  even  liere  Bome  modification 
might  become  necessary.  In  spite  of  many  slight,  but  important,  variations 
the  general  principles  remain  the  same. 

OusERVATroN  L — A  TIME,  fortv-four  years  of  fl|^f,  TiioderntHy  musnilar,  siifTt^rpil  from 
increasing  eorpulefief  thmitjb  lie  wns  otlierwist^  liCiiUliy  und  lincl  foniierly  hreij  tliin. 
He  U*«i  an  netive  life,  hut  liniitt^i  his  exerrise  to  that  in  the  house,  Ik*  was  of  v*?ry 
tpinperftte  liahits,  esfa-eiiiUy  in  the  use  of  aleohol.  The  ohej^ity  hiid  evidently  ckveloped 
as  the  rt'Huit  <if  a  very  profuse  inj^estioo  of  nIHunnnous  fmid,  with  tlie  careful  avoidnnce 
of  fat,  hut  with  i\  fondnesn  for  earlK>liydrate-i,  particularly  for  sweets.  The  diet  which 
I  hjid  the  patient  follow  wan  alxitit  as  follows: 

1.  Break fa.Ht  (in  KUiumer  at  nix  or  half- past  six  oVIock)  :  A  lar^e  cup — id)out  250  c.c. 
— of  strong  teii  without  milk  or  sugar;  50  gram^  of  bread  (wheat  or  rye  bread),  toasted, 
with  20  or  30  grums  of  hutter. 

2.  Midthiif  mntt  (betwei'n  two  and  half- past  twu  oVloek)  :  Meat  broth.  frt*<iuently 
with  tmiw  niarrovv  in  a  solid  form  I  the  Ijone  should  U^  e^joked  for  an  hour  to  an  hour 
and  ft  half  so  that  the  imirrow  does  not  ni*dt  )  or  with  an  ejarj;,  or  other  auitable  addition; 
120  to  IHO  j.:ninm  of  Ixiiled  or  broiled  meat,  preferiihly  fat  meat  if  it  a-rrees  with  biiu ; 
vegetables  us  mentioned  alnvve,  pref*'ralily  [k'us,  lentiU  or  bean^i.  For  dessert,  fwjme 
fresh  fruit  if  obtainable.  p;irtieularly  straiwherriex,  eljerrie*,  and,  best  of  all,  apples. 
A  saladt  according  to  the  sea^^nn ;  alwo  applesauce  freslily  cooked  or,  if  unobtainable, 
Btewed  dried  or  preserved  fruit,  always,  however,  without  su^'ar* 

An  fliiid:  Two  to  three  ghii^ses  of  a  li^lit  Rhine  wiup. 

Boon  after  this  meal  a  larj^e  cup   (aix>ut  250  e.c.)   of  fttron^  teii  without  Kupir. 

3.  (K«|iprT  ^betwetm  seven  and  a  half  and  eiy^ht  o'clock)  :  In  winter  almost  invariably, 
in  Humnier  oi.'eaHionall>,  a  eup  of  tea  as  in  the  moruiiifr  and  after  the  midday  meal; 
an  v}ZU  *ir  roa.st  meat,  ]>referably  fat,  or  some  liam  with  fat,  or  Cervelat  saiisa^e.  or  !i«h, 
BDioked  ir  fresh;  a  total  of  Tii  to  HO  ^'rams  of  meat,  aliout  liO  ^ranis  of  wheat  bread, 
and  15  to  20  g^ranis  of  fat,  this  deja-mlin;*  on  the  amount  of  fat  in  the  meat,  with  more 
or  U*Hrt  butter.  Occasional ly  a  ^small  quantity  of  eheei^e  and  some  fresh  fruit  or  stewed 
dried  fruit. 

Thi*  diet  was  eomliined  with  mmlerate  exereiso  in  the  open  air;  on  Sundays  he  took 
walks  usually  lastintj  several  hours,  iind  these  were  eontinued  during  the  snunoer  holi- 
days when  a  residence  of  several  we4*kf*  at  the  seashore  or  in  the  Alp-s  interrupted  his 
ordinary  work.  The  effect  on  the  patient's  bodily  health  and  mental  activity  was  very 
good.  The  diet  agriW  excellently.  A  second  breakfa.st  was  never  taken,  but  be  was 
always  hun^^y  for  the  midday  meal.  There  was  a  remarkable  decrease  in  the  previously 
extreme  thirst.  In  the  evening  the  cravinjt:  for  food  was  not  verj'  great,  and  was  easily 
satisfied.  In  the  cfjurse  of  six  months  he  lost  22  pounds,  gradually  but  steadily,  as  is 
desirable  in  all  such  eases,  and  in  aliout  nine  months  his  waist  mesisurement  decreased 
It)  COL  This  diet,  in  the  nmin.  has  been  eontinued.  As  time  passed  the  ingestion  of 
tluiil  was  still  further  dei-rea-Md.  Instead  of  a  large  rup  of  tea  three  times  daily, 
he  now  took  a  small  cup  only  in  the  morningt  iind  in  the  evening  coffee,  which  formerly 
had  not  been  well  Isirnr ;  the  d.nly  use  of  wine  had  been  stopped  for  years.  Only  at  the 
beginning  of  the  regulation  of  the  diet  was  it  neeessiiry  to  weigh  the  alltiwanee  of 
the  individual  fo<ids.  He  soon  learned  to  estimate  them  verj*  readily.  After  the  use 
of  aleuronnt  l)ecaiiie  known,  it  was  employet!  by  this  patient  very  larg»?ly. 

Observation    IL^While  in  the  first  oUservation   we   were  dealing  with   a   ease  of 
uncomplicated  otiesity.  this  one  concerns  a  lady  who  suffered  from  oW«ity  eomp 
tiy  gout.     The  patient  is  thirtyseven  years  of  age,  the  wife  of  an  oflicer  from   K 
patient  bad  no  (special  family  predisposition  to  obesity  or  gout.     In  her  youth  she 
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painfully  thin,  and  began  to  menstruate  at  eleven  years  of  age.  She  was  apparently 
anemic,  but  otherwise  strong  and  without  any  symptoms  of  importance.  She  married 
at  nineteen,  aborted  after  eight  weeks,  and  within  a  few  months  became  stout  and 
remained  so  for  almost  nine  months.  During  this  time  her  husband  died.  As  a 
widow  -she  again  became  as  thin  as  when  she  was  a  girl  and  remained  so  during 
her  widowhood  (seven  years),  during  which  time  she  was  occasionally  very  ane- 
mic. After  her  second  marriage,  the  patient  soon  became  pregnant.  After  the  birth 
of  a  girl  (autumn,  1890)  the  patient  became  very  stout,  again  lost  some  flesh  in 
the  next  few  years,  but  in  1893,  after  a  serious  miscarriage,  she  again  became  very 
stout  and  under  the  influence  of  an  injudicious  mode  of  life  she  remained  so  up  to  March, 

1898,  when  she  consulted  me  for  the  first  time.  After  this  miscarriage  an  exudate 
formed  in  the  pelvis,  and  she  has  since  then  sufl'ered  from  obstinate  constipation ;  it  was 
on  this  account  that  she  desired  treatment.  Besides  this,  the  patient  suffered  from 
gout  which  had  appeared  for  the  first  time  in  1886,  and  was  localized  in  the  fingers, 
being  diagnosticated  by  Professor  Lticke  in  Strassburg.  On  this  account  Professor 
LUcke  ordered  a  course  of  Vichy  water  at  the  Springs.  At  this  time  a  dilBculty  in 
hearing"  appeared  for  the  first  time  and  gradually  increased.  In  January,  1898,  an 
acute  attack  of  gout  occurred  in  the  great  toe  of  the  right  foot,  and  lasted  eight  days. 
For  some  years  cramps  had  occurred  in  the  calves  and  feet,  mostly  at  night  when  the 
patient  went  to  bed,  but  also  during  the  night,  and  they  recurred  almost  every  night, 
especially  in  the  right  leg.  Early  in  March,  1898,  severe  pains  were  suddenly  felt  in 
the  great  toe  of  the  right  foot.  The  toe  swelled  somewhat  and  became  red.  In  about 
ten  days,  during  which  period  the  patient  was  unable  to  stand  upon  the  foot  for  seve^l 
days,  the  attack  subsided.  From  the  14th  to  the  25th  of  April,  1898,  the  patient  suffered 
from  an  attack  of  influenza,  during  the  course  of  which  the  temperature  rose  to  102.2**  F., 
and  she  was  niueli  debilitated.  About  the  9th  of  May  of  the  same  year,  suddenly  and 
during  her  menstrual  period,  an  attack  of  gout  supervened.  This  was  localized  in  the 
little  finger  of  the  left  hand,  and  ran  a  typical  course  in  a  very  short  time.  Upon  tiie 
12th  of  the  same  month,  the  redness  of  the  afrectod  area  had  disapfl^red.  At  the  begin- 
ning of  .June  the  patient  complained  of  decided  gouty  pains  in  the  feet.  The  first 
metatarsoplialangeal  joints  of  both  feet  were  very  sensitive  to  pressure.  No  typical 
attack  developed,  however.  When  the  patient  stopped  treatment  upon  the  23d  of  June, 
she  was  able  to  walk  quite  a  distance  without  dilliculty. 

In  this  case  the  treatment  was  first  directed  against  the  obesity,  gout,  and  also 
particularly  the  stubborn  constipation.  For  evacuation  of  the  bowels,  large  enemata 
of  oil  were  used  with  good  effect.  A  diet  was  instituted  according  to  the  principles 
laid  down  by  me,  and,  in  so  far  as  gout  permitted,  walking  was  ordered  for  active  bodily 
exercise,  which  was  supplemented  by  massage  of  the  body.  As  a  drug,  the  prolonged 
use  of  0.5  (7i  grains)  urotropin  in  a  quarter  of  a  liter  of  alkaline  water  to  be  taken 
twice  daily  was  prescrilx'd.  Ilor  weight  fell  during  this  time  from  199  pounds  to  18,7 
pounds.  This  success  was  evidently  not  due  to  the  diet  alone,  which  under  the  circum- 
stances  could  not  Iw  strictly  carried  out.  During  this  time  a  severe  influenza  occurred 
from  which  the  patient  slowly  recovered,  also  (juite  severe  gout  which  of  course  also 
decreased  the  lM)dy- weight.  When  1  saw  the  patient  again  in  Octolx»r  of  the  same  year, 
th(j  ('(nistipation  had  In'en  relieved  hy  the  continuance  of  the  enemata,  the  gouty  diffi- 
culties hud  not  recurred,  but  there  was  a  decided  psycliic:il  depression  which  was 
increased  hy  various  external  conditions.  The  weight  h:ui  ag:iin  risen  to  194.5  pounds, 
and  the  patient  liad  resumed  her  former  maimer  of  living,  which  was  conducive  to  the 
accumulation  of  fat.  The  weight,  when  she  decided  to  renew  her  treatment,  had  risen 
to  203   pounds.     Treatment  began  at   my  private   hospital   U|Mm    tlie   28th   of  August, 

1899.  and  ended  upon  the  oth  of  Deceniher,  1S9!).  This  time  the  treatment  was  not 
hindered  l>y  di-^turhing  intermediate  maladies  such  as  the  attack  of  influenza  and  the 
two  attacks  of  irout  during  the  first  period  of  treatment.  Tlie  function  of  the  intestine 
had  Imhmi  greatly  improved.  Of  course,  it  was  decidedly  retarde<l  by  a  very  pendulous 
abdonu'ii.  The  gouty  pains  hud  l)y  no  means  completely  disappeared.  The  use  of 
urotropin  was  continued,  besides  the  diet  which  was  regulated  according  to  my  princi- 
ples.   The  weight  of  the  patient  was  as  follows:  Weight  upon  the  28th  of  August,  203.86 
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pounds;  upon  the  2d  of  S^ptf^mbor  as  well  as  upon  the  nth  of  September,  203  pounds t 
upon  tlie  ir»th  of  Se|>t*?mlM^r  ils  \vt*ll  a«  upon  the  2*hi  of  September,  200  fMjunds ;  in>on 
the  lUlth  of  Septfrab«>r,  198  |>oiui<k  :  upon  the  7th  of  Octol>er,  lIMi  |>ouiulti  {health  deoidiKlly 
jruproved.  can  walk  wi-lh  ;  ufton  the  14th  of  OetobeT^  193  (xiumlg ;  U|Hm  the  *21st  of 
OtetolxT,  193  pounds;  upon  the  *iHth  of  Oeiotier,  191  pounds;  Novenibor  'MU  190  (Miunds ; 
Upon  N'ovember  11th,  1H9  pouud.H ;  upon  NovemlitT  IHtli,  IHT  pmrnln;  upon  Nnvend>i*T  2r>th, 
IftO  |Miutii3s:  upon  the  4t!i  of  Deeemhert  lH,x5l  pounds.  The  total  decren.se  in  weight 
ftmountet!  to  18.35  ijoumln.  Tlie  patient  lost  wei^'ht  slowly  and  stejidily.  nlmut  one 
pound  a  vvtM^k.  At  the  same  time  the  j^eneral  eondition  and  hodily  aeiivity  had  prcatly 
improvet!»  The  psychical  deprcHsion  hud  tiij^opjieared  except  for  a  few  sliplit  r«dapse«. 
The  p:outy  dinieuUies  were  pre*ii'nt  to  only  a  slight  extent,  if  at  all.  Lat«r  reiwrts 
regarding  the  health  of  this  patient  have  been  very  favorable. 

A  more  or  less  slow  result  which  in  the  end  may  perhaps  prove  fairly  sat- 
iafaetory  occurs  in  those  cases  in  which  the  patients  do  not  exacily  follow  the 
TCgxilations,  kit  make  changes  of  their  own  accord  I  shall  mention  only  one 
cai^e  of  this  kind.  A  high  government  official  (lawyer),  forty-five  years  old, 
weighing  2:^1  pounds;  eircti inference  of  tlie  abdomen  at  the  height  of  the 
navel  123  cm.  He  believed  that  he  con  Id  not  get  akng  withont  beer  and  a 
larger  amount  of  bread — and  so  increasini  this  to  160  grams  of  rye  bread — 
and  took  one  liter  of  beer  daily.  In  the  main  he  followed  directions,  and  to 
compensate  for  his  deviation  lie  walktxl  every  afternoon  for  an  hour  and  a 
half.  In  the  first  six  months  he  lost  31  fwunds,  in  the  second  six  months  6| 
pounds,  in  the  third  ^\x  months  2,*3  pounds,  a  total  of  39|  pounds.  The  cir- 
cumference of  the  alidomcn  diminished  34  cm.  Entirely  satisfied  with  thei^e 
rc»sults,  tbe  patient  continued  to  live  according  to  the  principles  under  which 
he  had  gotten  rid  of  his  numerous  ditticulties. 

Any  one  ik^trous  of  success  with  this  method  must  have  a  certain  knowl- 
edge of  the  modern  physiology  of  nutrition,  and  nmst  recognize  the  necessity 
of  changes  to  meet  the  pathologic  conditions  peculiar  to  each  individual  and 
his  general  circuujstances. 

Thcst?  are  cs.'^^ntially  the  rules  according  to  which  an  ol>csc  person  must 
arrange  his  diet  if  he  desires  to  rid  himself  of  euperfluotis  fat  and  prevent  its 
reaccumulation.  To  carry  out  this  regime  does  not  give  rise  to  difficulties; 
the  privations  which  are  causcxl  by  it  are  as  nothing  in  comparison  with  those 
which  are  cautRxl  by  obesity  and  with  the  dangers  which  may  in  this  way  be 
avoided.  It  is  presupposed  that  while  carrying  out  these  dietetic  rules  a 
suitable  amount  of  exercise  must  be  taken.  One  of  the  advantages  of  my 
method  of  treatment  is  tliat  the  patients  may  follow  their  usual  occupations, 
and  that  thus  the  ordinary  movements  of  tlie  lM>dy  may  be  made  serviceable  in 
tbe  treatment.  Especially  exhausting  muscular  movements  are  inadvisable 
for  persons  who  are  both  fat  and  anemic,  since  they  give  rise  to  certain  dilTi- 
culties,  are  almost  always  impossible  to  carry  out,  and  are  by  no  means  so 
guccessful  in  nxlucing  fat  as  they  are  often  claimed  to  be.  Banting  in  his 
letters  uf^on  corpulence  relates  very  entertainingly  how  an  excellent  physician 
well  known  to  him  had  advised,  to  prevent  the  increase  of  his  corpulence,  that 
before  beginning  his  usual  daily  work  he  should  take  extra  exercise.  As  the 
physician  considered  rowing  very  good  for  this  purpose.  Banting  rowed  a  few 
hours  early  in  the  morning.     Ue  relates  that  by  this  means  be  gained  muscular 
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power — ^but  simultaneously  a  voracious  appetite,  and  adds  ingenuously  '*  As  I 
yielded  to  this,  I  constantly  increased  in  weight  until  my  dear  old  friend  (the 
previously  mentioned  physician)  advised  me  to  give  up  this  kind  of  exercise/* 
What  I  have  previously  advised  in  regard  to  exercise  for  the  obese  patientr 
(Observation  I)  may  in  general  be  looked  upon  as  sufficient. 

Quite  a  number  of  other  diet  rules  have  been  proposed  by  various 
authors  according  to  the  methods  advised  by  me  in  the  nutrition  of  the  obese. 
Of  course,  I  cannot  and  will  not  enumerate  all  of  these,  for  in  the  treatment 
of  obesity  the  most  varied  diet  schemes  may  be  based  upon  the  foundation 
given.  But  T  shall  mention  the  regime  proposed  by  Hirschfeld,  which  is 
elucidated  by  two  illustrations.  As  is  evident  from  these,  Hirschfeld  requires 
a  "  uniform  "  limitation  of  all  kinds  of  food,  and  maintains  that  the  appetite 
can  be  satisfied  without  any  excess  of  food. 


Example  I. 
Breakfast:  Coffee,  without  cream  or  sugar; 

1  roll  (50  grams). 
2d  Breakfast :  2  eggs. 
Dinner:  Bouillon  with  about  30  grams  of 

rice  weighed  raw;    250  grams  of  lean 

meat,   weighed    raw,  either    boiled    or 

broiled  with  a  little  fat. 
Afternoon  :  Coffee,  without  cream  or  sugar. 
Supper :  50  grams  of  cream  cheese ;  100  grams 

of  bread ;  10  grams  of  melted  fat  (goose 

fat). 


Example  II. 
Breakfast :  As  in  Example  I. 

2d  Breakfast :  Bouillon  and  2  eggs. 
Dinner:  Potato  soup,  300  grams  of  meat, 
weighed  raw. 


Supper :  200  grams  of  lean  ham,  100  grams 
of  bread. 


There  is  contained : 


In  diet  No.  1. 
In  diet  No.  2. 


Albumin. 

Fat. 

Carbohydrates. 

95  grams 

43  grams 

106  grams  =  1,224  calories 

134       - 

46       ** 

122      "       =  1,478       " 

In  women  it  will  l)e  possible  to  get  along  with  even  less  food. 

Incidentally,  in  speaking  of  "no-fat"  cures,  I  mentioned  that  they  (in 
contrast  to  my  method  of  treatment)  necessitate  that  the  patient  learn  to  endure 
his  thirst.  The  withdrawal  of  water  played  a  role  in  antifat  cures  even  in 
antiquity.  IMiny  the  Younger  advised  those  who  desired  to  become  thin  to 
refrain  from  11  u ids  wliile  eating,  and  even  afterward  to  drink  but  little.  This 
is  not  the  place  in  which  to  follow  in  detail  the  history  of  these  thirst  cures. 
It  may  be  only  mentioned  here  that  the  father  of  the  latest  movement  in  this 
direction,  which  originated  in  Munich  and  for  a  time  gave  rise  to  much  dis- 
cussion, was  the  founder  of  the  Xaturheilansstalt  Brunnthal,  near  Munich, 
Dr.  J.  Stcinhacher  (died  ISGH).  In  his  booklet,  "Asthma,  Fatty  Heart, 
C()r])ui<'iice,  etc.,"  he  has  laid  s]>ecial  stress  on  ridding  the  body  of  a  part 
of  its  fluid  in  tlie  cure  c)f  obesity.  Oertel,  following  him,  has  developed  this 
method  in  great  detail,  and  it  has  ])een  named  after  him  the  "Oertel  Cure/' 
Tlie  withdrawal  of  fluid,  u]>on  which  the  greatest  stress  is  laid,  in  this  method 
may  be  attained  in  various  ways.  First,  by  the  limitation  of  the  fluid  intake. 
This  is  hard.  Thirst  is  much  more  diflicult  to  endure  than  hunger.  Most 
persons  very  soon  become  nervous  under  it,  and  will  not  listen  to  reason.    Sec- 
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ondly,  much  fluid  may  be  witlidraT^Ti  from  ihe  bndy  by  inducing  sweating.  In 
regard  to  this  I  need  only  mention  the  sun  balbs  advijied  by  Celsns  for  the 
obese.  These  depletion  cures  cause  a  loss  of  body  albumin.  Some  of  the 
reports  of  the  so-called  Oertel  cure  may  be  given  here.  Oertel  permits  the 
obese  156  to  170  grams  of  albumin,  75  to  120  grams  of  carbohydrates,  25  to 
45  grams  of  fat.  The  upper  limit  Oerte!  allows  only  for  those  persrms  in 
whom  the  craving  for  food  h  great  owing  to  hard  muscular  work,  for  example, 
mountain-climbing.  On  account  of  the  importance  which  Oertel  attaches  to 
the  ingestion  of  Jluid,  he  has  fixe<l  the  amount  at  9T3  to  1,414  grams. 

A  sample  diet  liat  given  liy  Oertel  is  as  follows:  Brealftrnt:  fine  wheat  brpft<!  35 
grams,  eolToe  120  grama,  milk  ^Q  grams,  2  Boft-boiled  egg«  ^0  grains  { 100  grnms  of 
broiled  meatj,8Uffftr  6  gramii  (Imtter  12  jjnimsK  Second  breakfast:  mU4  Hhjne  wine, 
or  bouillon,  or  watur  lOiJ  grams,  *>r  Port  uinc  iiO  fp-nnis^  sfdid  fmid  50  grams  of  fold  meat 
and  20  grams  of  rye  bread.  Middat/:  light  Rhine  wine  S'lO  grains,  broiled  lM»c»f  150  to 
200  grams,  salad  or  vegetables  {cabbage)  50  grams,  cereal  100  ^^riims  (bread  25  grams), 
fruit  ion  grams.  Afternoon:  coffee,  with  milk  ancl  tiiitjar  as  in  the  morning.  Evening: 
mild  Rhine  wine  or  water  250  grams,  caviar  12  i;r:ims  {Kiel  t*prats  12  grama,  smoked 
salmon  18  grams,  2  soft-boiled  eggs :=  90  grama),  tjtujie  150  grams,  cheese  15  gram8,  rye 
bread  20  grams  i fruit  100  grams). 

The  preceding  diet  list  of  OerteFs  contains : 

AlbuiiiJa.  FatR.  CarbotijifriitM.  Water. 

160  grams  43,5  grams  117.5  grams  1,440  grams 

The  withdrawal  of  fluid  in  the  treatment  of  o1x3Sjty  appears  to  Imve  found 
no  favor  in  this  latest  plan.  It  is  of  especial  interest  to  note  that  this  metho<l, 
originating  in  Munich  (where  it  was  ostentatiously  advertised)  is  now  vigor- 
ously condemned,  as  is  evident  in  the  criticism  of  R.  v.  Iloesslin  hased  upon 
a  very  rich  experience. 

As  the  result  of  his  observations  v.  Hoesslin  arrives  at  the  ct>nc!usion  that 
in  the  so-calkNl  Oeriel  ciire  we  are  using  in  fact  a  true  hunger  cure,  \\  1  loess- 
lin  even  Ijelieves  it  qnestionable  whether  in  antifat  treatment  the  reduction 
in  the  amount  of  Hiiid  plays  any  part.  He  d<ws  not  reirard  OertePs  method 
as  a  commendalile  one,  and  holds  the  same  view  in  regard  to  the  Banting  cure; 
for  though  he  looks  upon  its  effect  in  depleting  fat  fts  'pwd^  its  action  upon 
the  general  condition  he  designates  as  bad.  His  method  in  the  treatment  of 
obesity  consists  of  four  parts,  and  depends  upon  nutrition  by  a  pure  fnt-albu- 
min  diet,  modified  accord in(j  to  ihe  principJfs  proposed  by  me.  Without  here 
going  into  detail  in  regard  to  the  modifications  in  v.  Hoesslin^s  diet  lists,  I 
will  simply  emphasize  the  fact  that  he  does  full  justice  to  fat  in  the  treatment 
of  obesity,  and  that  he  pronounces  the  results  obtained  by  him  through  diet 
alone  to  be  very  satisfactory.  It  is  true  he  lays  stress  upon  the  fact  that  theae 
resulls  do  not  equal  those  attained  l>y  diet  comliinetl  with  the  other  three  com- 
ponents of  his  obesity  treatment.  These  consist  in  the  simultaneous  stimula- 
tion of  metaholism  by  hydrotherapy,  the  augmentation  of  oxidation  processes 
by  increased  muscular  exercise^  and  tinaUy,  the  administration  of  thijreoidin 
iahhts. 

What  of  the  treatment  of  obesity  with  thyreoidin  tablets  as  mentioned  hy 
V.  noesslin?    I  have  subjected  this  method  to  an  accurate  test,  and  have  pub- 
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lished  the  results  in  the  Deutsche  medicinische  Wochenschrift,  1899,  p.  1. 
When  this  treatment  was  introduced  it  became  highly  popular,  but  it  proved 
by  no  means  so  harmless  as  many  at  first  maintained.  I  shall  content  myself 
with  the  following  statement  in  regard  to  it.  I  do  not  advise  thyreoid  treat- 
merit  in  ohesity  because,  in  the  first  place,  the  loss  of  weight  produced  by  it  is 
quite  inconstant,  and  always  ceases  at  once  with  the  discontinuance  of  the 
thyreoid  preparation.  Further,  this  method  of  treatment  is  not  rational  be- 
cause the  danger  in  the  loss  of  body  albumin  is  a  considerable  one.  Finally, 
it  is  quite  unnecessary  Ixjcause  we  are  in  possession  of  dietetic  rules  for  the 
treatment  of  obesity  which  are  as  successful  as  they  are  devoid  of  danger. 
This  view  in  regard  to  thyreoid  gland  treatment  in  obesity  seoms  now  likely 
to  be  generally  accepted. 

In  regard  to  the  two  other  curative  factors  made  use  of  by  v.  Hoesslin, 
namely,  hydrotherapy  and  augmentation  of  the  processes  of  oxidation  by 
increased  muscular  exercise,  there  can  be  no  objection  to  their  use  in  conjunc- 
tion with  an  appropriate  diet.  It  must  be  admitted  that  when  these  curative 
agents  are  wisely  regulated  by  an  able  and  experienced  hand,  and  are  indi- 
vidualized, the  result  is  not  only  hastened,  but  in  many  respects  heightened. 
R.  V.  IIo<isslin,  as  physician-in-chief  of  the  institution  in  Xew  Wittelsbach  near 
Munich,  certainly  has  the  advantage  of  splendid  facilities  and  has  acquired 
great  experience.  But  with  the  remedial  agents  just  discussed  it  is  as  true 
as  it  is  of  the  dietetic  measures  that  a  permanent  result  may  only  be  expected 
when  the  persons  in  question  continue  their  muscular  exercise. 

What  is  the  character  of  the  muscular  movements  which  are  of  especial 
importance  in  the  treatment  of  obesity?  Those  especially  should  l)e  prac- 
tised which  will  influence  most  favorably,  and  to  the  greatest  extent,  the  total 
metabolism,  i.  e.,  muscular  movements  in  which  most  or  all  of  the  muscles 
are  brought  into  action,  as  in  the  so-called  free  exercises  of  German  turners 
and  in  exercises  with  gymnasium  apparatus.  The  former,  iKJcause  they  call 
for  only  a  coinj)aratively  slight  use  of  power,  are  particularly  suitable  for 
persons  with  feeble  muscles. 

Muscular  exercises  of  tliis  kind  practised  in  the  open  air,  passing  grad- 
ually and  re^rularly  from  the  light  to  the  severe,  are  ])referal)le  as  a  rule  to  the 
exercise  involved  in  games  or  sport.  The  latter  may  only  be  prescribed  for 
the  ()l»e>(»  when  tliey  can  be  practised  in  mod(Tation,  and  when  they  call  for 
the  most  varied  action  of  all  the  muscles.  In  j)errnitting  the  practice  of  any 
sport  we  must  make  sure  of  course  that  there  is  a  sr)un(l,  competent  heart  and 
normal  kidneys.  This  is  especially  true  of  hicytliny,  which  is  now  in  such 
vogue.  But  for  ohese  persons  of  active  habits,  the  best  form  of  exercise  is 
manual  work  ju-rforriied  in  the  field  or  the  garden.  This  is,  after  all,  the 
most  natural.  Resides  this,  walking.  esp(»cially  in  a  region  of  diversified  scen- 
ery-, rnountain-(•liml)inL^  and  all  sorts  of  Tiiountain  s]K>rts,  provided  always  the 
heart  is  nnrnial.  are  factors  not  to  be  underrated  in  the  tn^atment  of  obesity. 
They  are  innch  prefeiahle  to  spas  and  water  cures,  hut  ncvd,  nevertheless,  to 
be  carefully  controne<l.  A  w(»ak  heart  which,  (»ven  when  the  patient  is  at 
rest,  doe<  iir)t  function  properly,  cannot  he  rxpectiMl  to  endure  the  strain  of 
muscular  exercise  and  exertions  of  this  kind.    When  the  heart  is  weak,  passive 
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musnthr  exercise,  anrl,  best  of  all  massage ^  are  especially  valuable.  By  light 
clothing,  the  consumption  of  heat,  aiul  with  it  the  metalKiligm  of  the  obei^e, 
may  be  decidedly  increased.  By  clothing  of  this  kind  miiscnlar  exercise  is 
facilitatetl.  In  winter  it  is  advisal>le  to  wear  woolen  nnderck^thing.  TTnfor- 
timatcly  when  it  is  washed  it  generally  loj^es  its  poro?iity,  and  with  thii?  its 
greatest  advantage,  and  thus  liecouies  merely  expensive.  In  summer,  on 
areount  of  their  great  tendency  to  excessive  sweat  formation,  the  obese  mostly 
prefer  porous  cotton  underclothing. 

A  sensible  mode  of  life  in  wdiich  moderation  in  eating  and  drinking  is 
maintained,  and  in  which  suflieient  mnscuhir  exercise  is  stTured,  permits  lis 
to  predict  with  some  degree  of  certainty  that  no  superfluous  body  fat  will 
accumulate,  and  that,  wliere  already  present,  it  will  disappear  If  an  indi- 
vidual pre<lisposed  to  ol)€?sity  will,  after  ri<lding  himself  of  his  superfluous  fat 
in  tliis  manner,  adhere  to  the  prescrilied  mode  of  life,  he  may  expect  that  no 
renewal  of  tlie  accumulation  of  fat  will  take  place  in  later  life. 

I  have  endeavored  in  this  article  to  suggest  the  methods  known  to  ns 
to-day  of  which  we  may  avail  ourselves  in  assisting  the  obese  to  regain  their 
health  w^ithont  discomfort.  Nevertheless,  in  the  prognosis  the  physician  is 
not  to  give  way  to  ithisif>ns.  In  the  course  of  years  f  have  collected  a  con- 
siderable numlKjr  of  experiences  which  show  that  there  are  many  obese  per- 
sons w^ho  prove  to  be  very  satisfactory  patients;  who,  regulating  their  mode 
of  life  in  accortlance  with  the  condition  of  their  bodies,  improve,  and  may  be 
entirely  cured  witli  in  a  si  tort  sprtce  of  lime.  It  is  not  well,  however,  to  be  too 
8angui|ie.  Often  all  hope  is  shattered  by  the  epicurism  and  foolishness  of 
the^  patients,  Many  of  them,  it  is  true,  w  ill  submit  for  a  certain  time  to  the 
deprivations  and  ol>ligations  to  which  their  condition  subjects  them,  but  will 
then  return  to  tlie  habits  which  have  iirmluced  the  ol>esity.  If  they  l>elong  to 
the  minority  who  are  in  good  circumstances,  tliey  go  in  the  summer  time  to  a 
"cure"  wdiich  they  expect  in  a  few  weeks  to  make  them  perfectly  well.  In* 
stead  of  pursuing  the  ccuirse  of  life  which  experience  has  shown  to  be  sensible, 
and  by  whith  tbey  may  avoid  the  dcjwnwurd  path  to  which  their  condition 
inevitably  leads,  they  quietly  pursue  their  sluggish  way.  For  eleven  months  of 
the  year  they  commit  all  sorts  of  dietetic  sins,  and  then  in  the  twelfth  month 
submit  to  a  mineral  spring  treatment  and  liath  cure  wdiich  is  to  cleanse  the 
body  and  wash  away  all  its  bunlens.  I  rtd!iere  to-day  to  the  opinion  which  I 
have  always  expressed  that  every  cure  of  this  kind,  as  well  as  every  drug  treat- 
ment* particularly  by  means  of  purgatives  of  any  kind,  is  to  l>e  rejecteil  in 
olx^sity.  This  is  particularly  true  of  the  treatment  which  Kisch  has  de^sig- 
nated  as  his  melhml  for  the  cure  of  the  plethoric  form  of  ol>esity  (Kisch,  "  The 
Cure  of  Obesity/*  Berlin,  1891,  p.  113,  et  se<].),  and  I  am  strengthemHl  in  my 
adverse  opinion  by  the  example  which  Kisch  cjnotes  to  shmv  the  cthcacy  of  his 
metho*!,  namely,  a  loss  of  11  kilograms  and  15  grams  of  weight  within  twenty- 
eight  days  in  an  uncomplicated  case  of  obesity  in  a  man  aged  forty- two  years 
and  weighing  Mil  kilograms  and  75  grams.  This  procedure  is  by  no  means 
to  be  reeommendeth  The  cure,  as  practised  by  Kiscli,  consistcNl  (apart  from 
the  dietetic  treatment  which  in  the  main  corresponded  to  the  no- fat  treat- 
ment) in  the  use  of  Siarienbad  mineral  waters  internally,  for  bathing,  in 
13 
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steam  baths,  exercise  amoTinting  to  25,000  steps  daily,  and  hydrotherapeutic 
measures.  It  is  true  that  Kiseh  has  proven  it  to  be  possible  by  this  method 
to  become  lean.  But,  a  priori,  can  one  doubt  that  in  such  a  treatment  (the 
patient  lost  on  the  first  day  one  kilogram  and  25  grams)  muscle  as  well  as 
fat  is  lost?  The  loss  in  weight  by  this  treatment  is  not  always  so  great  as 
that  which  Kisch  attained  at  Marienbad  in  four  weeks.  It  varies  between 
3  and  13.2  per  cent,  of  the  patient's  weight;  on  the  average  it  amounts  to  6.7 
per  cent.,  which,  in  my  opinion,  is  more  than  is  desirable  in  the  rational  treat- 
ment of  obesity.     It  should  therefore  be  avoided. 

In  conclusion,  I  must  mention  the  dangers  which  confront  all  who  use 
acids,  particularly  vinegar,  a  practice  which,  unfortimately,  we  find  very  com- 
mon in  young  girls  who,  from  vanity  and  a  desire  to  remain  slender,  risk  their 
health  and  even  their  lives. 


MYXEDEMA 
WITH  SPECIAL  REFERENCE  TO  ORCANOTHERAPY 

Bv  C.  A,  EWALD,  Berlin 

HISTORy 

At  a  meeting  of  the  Congress  of  the  British  ^redieal  Af^poeiafion  at  Lon- 
don in  1875,  various  medical  euriosities  were  shnwn,  among  them  a  niimlier 
of  patients,  mostly  women,  who,  on  account  of  their  peculiar  appearance  and 
behavior,  excited  the  greatest  interest.  At  lirst  glance  one  would  have  thought 
that  a  group  of  Eskimos  or  Samoans  was  pn:'sent.  Their  swollen  faces  of 
strange  yellow  tint,  almond-shaped  eyes,  and  stnpid  expression,  their  clumsy 
figures,  the  leathery  texture  of  their  skins,  the  scant  growth  of  hair,  and  their 
torpid  mental  state  made  them  a  truly  remarkable  spectacle.  One  could 
hardly  realize  thai  these  were  chiMren  of  sea-encompassed  Albion,  so  com- 
pletely in  them  had  the  characteristic  features  of  the  Anglo-Saxon  race  been 
eradicated.  As  explained  by  Dr.  William  Ord,  these  were  cases  of  mijxfdema. 
We  owe  the  recognition  of  these  cases,  and  their  classification  as  a  special 
pathological  group  to  l>e  differentiated  from  cretinism  and  imbecility,  to  two 
English  physicians,  Sir  Williaui  Gull  and  Dn  William  Ord  (m  1873  and 
1878),  The  latter  physician  was  also  the  first  to  desigmite  the  condition 
myxedema,  on  account  of  the  peculiar  mueo-edematous  condition  of  the  in- 
tegument, and  Charcot  later  proposed  the  name  ^' carhrxie  pachijdfirmiqurj^ 
which,  in  my  opinion,  is  more  suitable.  As  a  matter  of  fact,  the  mucus  con- 
tent of  the  skin,  contrary  to  the  assomptton  of  the  first  observers,  is  but  slight, 
although  Shaw  believed  it  to  be  tifty  times  greater  than  in  the  normal  skin. 
The  general  thickening  of  the  skin  greatly  overshadows  this.  However,  an 
aptly  chosen  name  soon  takes  root,  even  if  it  be  not  c|ijite  unoljjectionable  (I 
nwd  only  refer  to  the  barbarous  word  **  appendicitis '*),  and  so  it  has  been 
with  the  term  "  myxedema  '';  every  one  knows  nowadays  what  is  meant  hy  the 
term. 

Since  then  twenty-f]ve  years  have  passed,  and  numerous  eases  of  myxedema 
have  been  described,  particularly  in  England  and  America,  The  peculiarities 
of  the  disease  have  been  thoroughly  studied,  and  our  understanding  of  its 
nature  based  upon  this  study  has  led  to  therapeutic  success  as  far  reaching 
and  as  remarkable  as  any  in  the  entire  realm  of  medicine,  excepting  only 
serum  therapy. 

In  Germany,  myxedema  is  comparatively  rare.  T  am,  however,  in  a  posi- 
tion to  relate  the  history  of  a  very  characteristic  case: 
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The  paHeot,  a  wnman  afrod  fifty-live,  has  been  known  to  me  for  six  yea 
the  symptOHLS  of  the  disease  d«*velopotl  slowly  and  insidiously,  and  for  a  long 
time  they  were  so  little  characteristic  that  it  was  hardly  posvsible  to  differen- 
tiate the  condition  from  the  ordinary  cachexia  of  old  age.  But  the  behavior 
and  appearance  of  the  patient  were,  even  at  that  tirne»  vso  peculiar  that  I  bad 
a  photograph  of  her  taken  which  is  here  reproduced  (see  Fig.  1).  Later, 
however,  the  ti-pical  sjTuptoms  appeared  (see  Fig.  2).  They  improved  and 
nearly  di^ppeared  under  specific  treatment  (thyreoid  extract),  but  returned 
after  some  time,  ttie  patient  having  discontinuinl  her  treatment.  Fig.  3  sliows 
the  patient  in  this  stage  of  her  disease,* 
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Begarding  eiioJogy^  as  little  could  lie  determincnl  in  my  case  as  in  other 
cases  of"  myxedeina.  A  tendency  to  nervous  disea^^^s  and  depressing  influences 
of  a  psychical  nature  are  said  to  be  eouduci%u?  to  the  devehipment  of  the  dis- 
ease. Whether  alcohoh  s}7ihilis,  and  tuberculosis,  those  exterminators  of  the 
human  race,  play  their  part  in  this  disease  is  very  questionable,  although  sev- 
eral authorities  (Pel,  Greenfeld,  and  Byrom  Bramwell)  have  called  atten- 
tion to  the  occurrence  of  tuberculosis  in  the  families  of  myxedematous  patients, 
or  in  the  patient  himself.  Several  cases  in  the  same  family  have  also  been 
observed. 

The  sex  of  my  patient  confirms  the  general  experience  that  women  are 
attacked  in  the  majority  of  instances,  and  Sir  William  Gull  entitled  his  first 
communication, "'  On  a  Cretinoid  State  Supervening  in  Adult  Life  in  Women/* 
Full  seven  years  after  the  first  publication  regarding  myxedema,  a  male  suffer- 
ing from  this  atreclion  was  observed  by  Savage  (188Q).  In  1S94,  in  a  com- 
pilation of  127  cases  of  myxedema,  Heinshcimer  found  only  10  men,  Le., 
7.8  per  cent.;  and  this  jiroportion  would  about  c<^>rrespond  to  the  ratio  if  we 
tabuhitc^l  all  the  cases  that  have  been  published  up  to  tlie  present  time. 

Typical  myxedema  is  a  disease  of  adults,  occurring  most  fre<pumtly  be- 
tween the  Ihirty-tifth  and  fiftieth  years  of  life.  It  is,  however,  by  no  means 
limited  to  these  ages,  liut  may  occur  earlier,  as  the  so-called  infantile  myx- 
edema, or  even  later  (which  is  quite  rare). 
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Th  e  mf  m  p  i  o  m  s  of  m  tfxe  tie  m  a  co  n  s  i  s  t  of: 

L  Cbangcs  in  the  external  integuments  (skin,  hair,  nails),  and  the  absence, 
or,  more  strictly  speaking,  the  degeneration  of  the  thyreoid  gland. 

2,  Disturbances  of  the  cerebral  and  nervous  fnnctions, 

3.  Disturltanres  of  nutrition  (of  metabolism)  and  of  circulation. 

iThe  litpraturo  up  to  18f)G  is  almost  complete  in  C.  A.  BttmltTa  "The  Digeaaes  of 
the  Thyreoid  (;i:iiul,  Myxetivmn  rind  CrLtiriisni/*  JiJ  yothnmfrrH  "  Spwial  Piitlioto^y  and 
Tbonipy/*  xxii,  I'urt  I;  for  later  jirtides  sop  Kwald'a  article  "  Orgiinothcrapy,"  in 
AfendeVn  JuhnHhtrUhi  fiir  S'ntrtflofjir  urn!  Px{fvhi^itrk, 
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Fig.  2.— W.  M.,  Aoeo  I'lnr-rwo;  Advanceu  Myxeivema. 


Fio.  3. — W.  M.,  Aqed  Fit-rv*THitEE  ;  Myxedema  in  thl  Stage  ur  Hlcovkuy  amtem 
Emfloym£nt  of  39.2  Grama  of  Thyreoibin. 
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These  features  are  not  equally  developed  nor  even  all  present  in  every  case, 
and  my  case  was  no  exception  to  this  rule. 

Of  greatest  importance  in  the  diagnosis  of  the  disease  are  the  cutaneous 
symptoms.  They  make  it  possible  for  us  to  recognize  the  malady,  prima  i^ista^ 
so  to  speak,  and  after  a  comparatively  hrief  examination  of  the  patient.  They 
giwe  the  patient  the  characteristic  stamp  which  I  attempted  hrietly  to  portray 
at  the  beginning  of  tliis  artiete, 

1.  Most  frequenthj  the  disease  bcfjins  um} (diced  and  itrndioiLsIf/,  with  a 
gradual  swelting  of  the  skiUy  at  tirst  in  the  face,  then  in  the  hands,  arms,  feet 
and  legs;  finally  and  least  noticeably  upon  the  trunk.  In  the  cheeks,  around 
the  eyelids,  and  upon  the  chin,  putfiness  is  noticed;  the  Hps  and  nose  hecome 
swollen  and  tliickened»  the  |iiil|»e!iral  lissnre  is  diminished  hy  the  swell in;^  of 
the  eyelids,  and  a  hard,  elastic  edema  of  the  whole  face  produces  a  stupid^ 
dull  expression.  The  tongim  is  Ihick,  chimsy  and  too  large  for  the  month; 
the  soft  palate,  the  uvula,  and  the  postpharyngeal  wall,  as  w^ell  as  the  larynx, 
are  swollen.  ITence  the  voice  l)erornes  rough  and  hoarse  with  a  pt^uliar  d*^p 
sound.  The  gums  also  swell,  hh^cd  readily,  and  retract  froui  the  ttK?th.  which 
have  a  tendency  to  caries  and  frwiucntly  drop  out  without  any  change  of  ■ 
structure.  The  lobes  of  the  ear  are  also  coarse  and  misshapen.  Upon  l>oth  ™ 
sides  of  the  neck  above  the  clavicle,  swellings  appear,  which  are  soft  to  the 
touch,  and  from  about  the  size  of  a  plum  to  that  of  a  hen's  egg.  These  pads 
are  not  due  to  swollen  glands,  Imt  consist  of  fat,  connective  tissue,  and  convo- 
lution of  vessels  (veins).  The  extremities  appear  swollen  and  shapeless,  the 
hands  like  paws;  wider  shoes  and  larger  gloves  liecome  necessary. 

The  skin  is  j>ale  and  lf>oks  anemic;  occasiruially  it  has  a  marbled  appear- 
ance; to  the  touch  it  is  cold,  unelastic,  hard  and  coarse.  If  pressure  is  made 
with  the  finger  a  slight  impression  is  made,  hut  the  pitting  does  not  remain. 
As  a  rule,  this  swelling  is  hy  no  means  uniformly  distributed  over  the  entire 
body.  It  attacks  preferably  either  the  face  and  the  supraclavicular  region  or 
the  extremities.  Occasionally  it  disappears  temporarily  at  the  i>cginaing  of 
the  disease  (Ord),  and  tlien  recurs,  wandering  here  and  there.  Tlie  skin  is 
dry,  rough,  descpiamates  decidedly,  and  not  even  by  means  of  diaphoretics  can 
sensible  perspiration  be  induced,  while  insensilde  perspiration  is  lessened  from 
4U  to  fiU  ]WT  cent,  in  comparison  to  the  normal.  The  nails  show  longitudinal 
iissures  and  Itecome  brittle.  The  bair  of  the  head  and  eyebrows  falls  out, 
and  soon  large  areas  are  formed  which  are  perfectly  bald. 

Besides  these  striking  changes  there  is  a  further  defect  which  indeed  can- 
not always  he  defermintnl  witli  certainty  during  life,  but  which  in  my  patit-nt, 
for  example,  was  readily  demonstrated:  1  mean  the  ahf^enee  of  the  tluTooid, 
In  place  of  the  lobes  of  the  gland  normally  situated  upon  both  sides  of  the 
wind-pipe,  the  smooth  wall  of  the  trachea  may  l)C  palpated  from  the  cricoid 
cartilage  to  the  juguhun.  I  shall  revert  later  to  this  remarkable  condition, 
and  to  its  importance  in  patliogf'ncsis, 

2.  The  disfurbanees  of  the  rer.ehniJ  funclions  mostly  set  in  with  headache, 
sometimes  with  a  feeling  of  anxiety,  and  n  heaviness  in  the  limbs.  The 
patients  move  about  slowly  and  with  uncertainty.  The  power  of  co-ordination 
is  diminished,  as  is  frequently  shown  in  the  attempts  at  walking.     The  patient   fl 
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tlien  conveys  tlie  impression  of  l>eirig  luuk'r  the  inOiienec  of  a  high  grade  of 
nervous  irrital>ility  with  severe  muscular  tremor^  so  that  it  is  impossible  to 
maintain  an  erect  attitude. 

TJie  iiatient's  appearance  is  peculiarly  quiet  and  suggests  mental  limita- 
tion, an  impression  which  h  increased  by  the  fact  that  the  head  is  mostly  bent 
forward  so  that  the  chin  is  held,  or,  more  correctly,  falls  upon  the  chest,  for 
the  patient  cannot  kwp  the  head  erect.  The  power  of  (linught  Icsseos,  and 
its  exercise  is  apparently  dillicult  There  is  loss  of  memory,  particularly  in 
regard  to  tlie  true  duration  of  the  illness;  now  and  then  actual  hallucinations 
appear,  Speech  itself  is  peculiar,  being  monotonous  with  a  nasal  or  rough 
qnality,  and  this,  combined  with  a  certain  tendency  of  the  patient  after  hav- 
ing once  bi^gun  to  speak  to  eontinne  nuinterniptedly  like  a  wound-up  chx^k- 
work,  is  lookinl  ufifin  by  Orel  as  csf>ecially  characteristic.  I  must  admit  that 
this  latter  comlition  has  not  yet  lH?en  noticed  by  me  in  my  very  much  more 
limite<l  experience.  Finally,  actual  convulsions  and  coma  have  l>een  observed. 
The  reports  in  regard  to  reflexes,  cutaneous  sensation^  nud  eleetrie  irritability 
vary.  In  my  ease  no  disturbance  »»f  tliese  functions  was  present.  Tlie  tendon 
rt^flexcs  were  prompt,  and  electric  irritability  both  for  the  faradic  and  C!fmstant 
current  was  normal  The  sensation  of  ct>ld,  and  the  lowered  body  tempera- 
ture whicli  is  the  cause  of  tliis,  iriay  lie  considered  as  due  in  part  to  the  nerv^ons 
disturbances.  The  (emppmturc  in  the  axilla  varies  between  r)r».H°  F.  and 
ySjr  F.  The  patients  iv\A  ''  as  if  they  were  living  in  an  eternal  winter.*' 
Unquestionably,  this  &ensatiou  of  cold  dejiends  upon  the  inability  of  the 
patients  to  regulate  tlic  lH)dy  tcm]M?rature  so  as  to  correspond  with  variations 
in  the  external  temperature;  they  siiirer  particuhirly  in  e*>ld  and  frosty 
weather.  On  the  otlier  han<l,  there  is  deficient  energ}"  of  oxidation,  a  dimin- 
ished heat  pjvMluction,  in  the  organism. 

This  leads  us  to  the  discussion  of  the  last  point: 

3,  DiMnrbancps  of  mf*taboJij<m  and  of  the  (■{reuhiilon.  The  former  is 
'  decidcilly  decrease*!.  The  urea  or  N-excretion  as  well  as  the  respiratory  metab- 
olism (Magnus-Ijevy)  is  decreased.  An)umin  is  occasionally  fnund  in  the 
urine,  sometimes  only  in  traces,  sometimes  in  lurger  amounts.  According  to 
t!ie  observations  of  Byrom  Bramwcll,  as  well  as  of  Hun  and  Prudden,  albumin 
is  ffjund  in  almut  18  per  cent,  of  tlie  cases.  In  rare  instances  at  the  acme  of 
the  n\vxwlcmatous  stage,  mucus  is  also  found  in  the  urine.  In  the  blood  there 
is  a  slight  oligocythemia  or  a  polycythemia.  In  women  there  is  amenorrhea. 
The  pulse  is  small,  low  and  weak.  Hemorrhages  from  the  mucous  membraneSj 
particularly  from  the  nose  and  mouth,  are  not  rare. 

I  have  now  sketched  the  most  im[)ortant  symptoms.  I  omit  the  rarer  ones 
as,  for  example,  synovitis  of  the  knee- joint,  premature  climacteric,  tremor  of 
the  eyelids,  contractures  of  the  hands  and  feet.'  sal  illation.  The  characteristic 
symptoms  of  the  atlection  under  iliscussion  are  limited  to  tUsue  chtitujeii^  par- 
ticularly of  two  organs,  the  skin  and  the  thyreoid  gland.  The  cf>nnective  tis- 
sue of  the  corinm  is  loosened,  its  individual  liliers  thickene<l  and  hyperplastic. 
The  cell  nuclei  and  the  fibrillary  elements  of  the  gelatinous  substances  be- 
tween the  individual  fat  IoIr's  are  increased.  It  seems  as  if  the  skin  wore 
saturated  with  a  tluid  or  semi-fluid  substance.     Whether  this  actually  con- 
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sists  of  miiciis,  i.  e,,  of  an  edematous  fluid  containing  considerable  amounts  of 
mucin,  is  not  yet  certain.  This  much^  however,  is  assured,  that  the  degree  of 
this  infiltration  may  vary  decidedly  in  individual  cases.  In  my  patient  there 
is  now  only  slight  swelling  of  the  eyelids  and  of  the  cheeks,  but  at  the  height 
of  the  disease  the  entire  face,  shoulder-girdle,  hands,  forearms,  and  feet  showed 
8\Felling  which  was  everywhere  unmistakable,  and  here  and  there  extreme. 
In  a  case  ohserved  by  Kast  (Ponfick)  the  thickening  of  the  skin  was  so 
extreme  that  numerous  tissures  formed,  with  intertrigo-like  excoriations 
which  were  followed  lirst  hy  a  phlegmon  of  the  arm  and  later  by  a  general 
fatal  sepsis. 

In  the  internal  orgtms  usually  no  changes  are  found  apart  from  the  pre- 
Tiously  mentioned  atrophy  of  the  thyreoid  gland,  but  occasionally  cirrhotic 
processes  in  the  liver  and  kidneys,  endarteritis  obliterans,  and  enlargement  of 
the  pineal  gland  have  l>een  noted. 

Tfie  changes  in  the  thyreoid  gland  are  undoubtedly  the  most  remarkaWe 
feature  of  this  disease.  In  most  cases,  even  during  life,  we  observe  that  it 
is  impossible  to  palpate  the  lobes  of  the  thyreoid  gland  in  the  neck.  It  may 
be  said  that  this  condition  is  found  in  about  SO  per  cent,  of  the  cases.  In 
some  instances,  however,  the  atrophy  of  the  gland  cannot  be  determined  with 
certainty,  and  in  a  (qw  an  enlargement  has  l>een  noted.  Yet  in  these  cases, 
in  BO  far  as  accurate  observations  have  been  obtained,  there  has  always  been 
found  a  strumous  degeneration  of  the  organ^  which  may  also  have  resulted  in 
a  loss  of  fimclion.  I  have  been  able  to  collect  36  reliable  autopsy  reports, 
in  33  of  wbicli,  or  1>4.4  per  cent,  of  the  cases,  there  w^as  atrophy  of  the  thyreoid 
gland.  The  necropsy  reports  show  that  the  gland  substance  had  lost  its  char- 
acteristic  structure,  and  had  been  changed  into  a  more  or  less  shrunken  rem- 
nant, nf  lianL  fihrous  eonsisteuee  and  yellowish  white  color.  Connective  tissue 
proliferati^m  leads  to  destructiou  of  tlie  parenchyma,  so  that  only  isolated  re- 
mains of  degeueratrfl  alveoli  can  lie  detected.  Yery  recently  Ponfick  has 
reportttl  an  extremely  careful  histological  investigation  of  the  remains  of  the 
gland  in  a  well-devclnped  case  of  myxtHlema.  He  found  **  in  wide  areas  almost 
total  dt^st  ruction  nf  the  follicles:  here  and  there  were  I  he  remains  of  rudi- 
meirtary  alveolar  struct  ores,  all  lilled  with  colloid.  Besides  this  atrophy  there 
was  an  enornmus  increase  and  thickening  of  the  connective  tissue  structure;  in 
a  worfl,  a  picture  which  markeilly  reseud>Ied  the  terminal  stage  of  degenera* 
tive  inflamuiatory  processes,  such  as  arc  met  with  so  frequently  in  the  kidneys, 
liver,  etc.*' 

PATHOLOGY 

I  need  hardly  say  that  this  degeneration  of  tlie  thyreoid  gland  is  the  key  to 
the  entire  pathological  condition.  Alroph}/  of  the  ihijrroid  gland  U  not  only 
one  of  the  stfmploms  of  the  (Ii<r(is€ ;  it  is  the  mmaixve  factor.  This  fact  is 
absolutely  certain  in  spite  of  occasional  objections.  Its  recognition  forms  a 
glorious  page  in  the  history  of  pathology.  We  owe  this  to  the  united  labors 
of  (ihysiologists  and  elinicians,  the  fruit  of  which  is  a  therapy  which,  as  re- 
gards the  certainty  of  success,  may  he  placed  side  by  side  w^ith  the  most  reliable 
remedies  of  our  therapeutic  armamentarium. 
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I  shall  attempt  to  prove  this  in  a  few  words,  thoreby  tukitii:  an  apportiinity 
of  ref erring  to  related  coDditions,  namely,  to  sporadic  and  endemic  cretinism, 
to  infantile  mf/xedema,  and  to  the  so-called  cachexia  strtifnipriva. 

Two  obi^ervations  stand  ont  prominently  like  landmarks  in  (he  ^eat  num- 
ber of  physiologic  and  clinical  experiments  and  eommiinications  which  reunited 
in  the  establishment  of  the  importance  of  the  thyreoid  gland  in  the  causation 
of  myxedema.  First,  the  experiment  of  M.  SchifT,  the  resid ts  of  whieh  were 
for  a  long  time  discredited  and  even  ridiculetl,  bnt  at  last  cmnpletely  proven. 
In  this  experiment  an  animal  was  subjected  to  thyreoidtrtomy,  whieh  nnder 
ordinary  eircumsrances  w^^mld  have  proved  fatal,  as  Sehiif  had  previously 
phown  in  18tjl).  But  Schilt  found  that  the  animal  did  not  siieeumb  if  the 
thyreoid  gland  were  grafted  into  Ihe  al*douiinal  cavity  or  under  tlie  skin,  the 
specific  constituents  of  the  gland  lieing  thus  preserved  for  the  organism.  Next 
came  the  iiuf>f>rtant  com munieat ions  of  Koeher  and  Keverdin  who  ol>scrve<l 
after  the  extirpation  of  the  thyreoid  gland  in  man  a  condition  of  general 
cachexia  with  physical  and  mental  phenomena  which  show  a  marked  similar- 
ity to  the  s\Tuptoms  of  myxwlema  just  described,  and  also  correspond  accu- 
rately to  the  phenomena  developing  in  an  animal  after  extirpation  of  the 
tluTCoid.  In  ottier  words  carhrxia  strumiprira,  produccil  experimentally  or 
(in  man)  as  the  result  of  an  operation,  is  identical  in  nature  with  genuine 
myxedema.  Now  since  in  both  cases  the  same  defect  is  present,  namely, 
absence  of  the  tliyrefvid,  it  follows  that  the  resulting  insujliricucy,  that  is,  the 
complete  loss  of  function  of  the  tiiyreoid  gland,  is  to  be  bjoked  upon  as  the 
cause  of  these  [yathological  phenomena, 

I  cannot  here  discuss  the  different  phases  which  the  evolution  of  this  view 
has  undergone.  But  one  stage  at  least  I  should  like  to  bring  into  prommence, 
for  it  shows  how  dithcult  the  proper  interpretation  of  an  experiment  may 
sometimes  be,  and  liow  ohscured  hy  complicating  conditions. 

Some  investigators  did  not  succeed  in  producing  the  symptofns  of  cachexia 
stnimipriva  (or,  more  correctly,  cachexia  thyreopriva,  as  we  are  not  speaking 
of  the  removal  of  a  goiter)  by  thyreoidLvtoiuy,  and  eonserpiently  were  justified 
in  d<Hibting  the  causal  relation  of  the  thyreoid  gland.  Then  tnev  showed 
that  besides  the  great  mass  of  the  thyreoid  there  are  in  animals  small,  snj>er- 
nnmerary  glands,  whieh  had  already  been  anatomically  de^erilxxl  by  8and- 
strom.  These  extra  thyreoids,  if  not  removed  together  with  the  gland,  per- 
form vicariously  the  fuuction  of  the  latter.  Only  after  this  circumstance  had 
been  taken  into  consideration  could  constant  results  l>e  obtained.  In  the 
same  manner  we  may  exphiin  those  observations  (which,  however,  are  in  the 
minority)  which  show  t!uit  in  some  cases  cachexia  strumipriva  did  not  follow 
th\Teoidectomy  in  man.  This  is  t>cc  a  use  parts  of  the  gland  were  not  removed 
at  Ihe  operation  or  because  a  rapid  reproduction  of  the  gland  took  place.  But 
even  a  few  isohited  and  trustworthy  cases  of  this  kind  would  not  overbalance 
the  enormous  number  of  positive  observations  to  the  contrary. 

But  let  us  proceiM  a  step  furfh<jr.  All  over  the  world,  as  is  well  known, 
there  are  unfortunate  individuals  whose  mental  and  bodily  development  is 
retarded,  so  that  they  present  a  stupid  and  misshapen  appearance.  They  arc 
called  creiim^  and  their  disease  cretinism.     From  the  fact  that  such  ill-fated 
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persons  are  met  with  in  isolated  regions,  and  are  particularly  numerons  in 
certain  localities,  and  inasmuch  as  the  development  and  distribution  of  the 
disease  are  apparently  dependent  upon  the  condition  of  the  soil  and  the  water- 
supply  of  the  district  in  which  the  cretins  accumulate,  we  call  these  cases 
"  endemic  cretinism."  In  other  parts  of  the  world  they  are  only  occasionally 
met  with,  and  we  then  speak  of  them  as  cases  of  sporadic  cretinisnu  In  these 
cases  as  in  m3rxedema  there  is  an  insufficient  development,  or  an  atrophy  and 
disturbance  of  function  of  the  thjreoid  gland.  Hence  we  speak  of  them  as  an 
athyreosis  chronica,  in  contrast  to  the  results  produced  experimentally  in  ani- 
mals, or  after  loss  of  the  thyreoid  by  operation  in  man  in  whom  this  state  may 
be  called  cachexia  thyreopriva. 

Accurate  obsenation  and  study  of  the  cases  belonging  to  this  group  show 
that  endemic  cretinism  is  a  condition  of  physical  and  intellectual  degenera- 
tion, which  occurs  only  where  there  are  local  predisposing  causes,  and  a  degen- 
eration of  the  thyreoid  gland  produced  by  these  or  going  hand  in  hand  with 
them.  The  disease  l)egins  its  development  even  in  fetal  life.  Sporadic  cre- 
tinism, on  account  of  its  resemblance  to  myxedema  of  adults,  is  in  early 
life  also  designated  as  infantile  myxedema.  In  these  cases  we  find  mental 
weakness  even  to  idiocy.  Like  actual  typical  myxedema,  it  is  an  occa- 
sional affection  of  the  thyreoid  gland  with  consequent  loss  of  function,  i.  e.,  a 
disease  not  limited  to  a  definite  region.  The  course  of  genuine  cretinism,  as 
well  as  myxedema,  is  a  very  chronic  one,  lasting  for  decades,  so  that  a  cretin 
may  attain  relatively  old  age  provided  he  does  not  die  of  some  intercurrent 
disease.  Cases  of  sporadic  cretinism  (infantile  myxedema)  have,  as  a  rule,  a 
briefer  duration  of  life,  and  if  not  ameliorated  by  treatment  scarcely  survive 
the  third,  at  most  the  fourth,  decade.  Cachexia  thyreopriva  runs  a  subacute 
course,  and  unless  relieved  by  medical  aid  terminates  in  death  after  a  com- 
paratively short  time,  at  the  longest  four  or  five  years ! 

THERAPY 

This  is  not  the  place  in  which  to  discuss  the  clinical  symptoms  of  these 
diseases ;  that  degeneration  of  the  thyreoid  gland  is  unquestionably  the  causa- 
tive factor  in  all  of  them  is  the  only  circumstance  important  for  us.  This  is 
clear  not  only  from  the  general  correspondence  of  the  external  pathologic  phe- 
nomena, but,  in  particular,  from  the  results  of  therapy  founded  especially 
upon  the  knowledge  of  the  causal  role  of  the  thyreoid  gland  in  these  cases. 
The  results  of  thyreoid  therapy  have  proven,  a  fortiori,  that  the  common  cause 
of  these  diseases  is  an  absence  of  function  of  the  thyreoid,  by  which,  it  may  be 
remarked  in  passing,  tli(»y  differ  from  goiter  or  struma. 

Properly  speaking,  in  these  cases  we  are  dealing  with  a  suhstitutiontherapy, 
replacing  the  lost  or  deficient  glandular  secretion  by  the  administration  of  the 
glandular  substance  or  its  extracts. 

The  surprising  experiments  of  SchifT,  previously  mentioned,  actually  com- 
pelled the  application  of  these  principles  in  the  human  subject,  and  Bircher 
in  IftlH)  by  iniy)lantation  of  a  human  thyreoid  in  a  woman  with  cachexia 
struniipriva   first  succeeded   in   obtaining   a   curative   result.     Shortly  after 
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Ilnrsley  proposod,  in  pl:ie<^  of  llic  liiinian  f^Iaiul,  to  ytilizfi  tlie  th}TPoi(l  of  tlie 
slieep  in  myxeiii^nm  and  crotinisnu  and  ikttencourt  aiid  Serrano  noted  a  rapid 
improvement  in  a  woman  with  m\Tiedema,  in  whose  aMomen  they  engrafted 
one-half  of  a  sheep's  tliyreoid.  When  Murray,  instead  of  employing  the  entire 
gland,  snUentantH)nsIy  injected  its  glycerin  extnict,  and  Mackenzie  in  181^)2 
administered  the  fresh  gland  or  its  extract  internally  with  tlie  same  efTpct, 
and  other  observers  showed  that  the  dried  glandular  substance  in  tablet  form 
acted  in  the  same  manner,  the  therapy  of  myxedema  and  of  the  related  patho- 
logic conditions  previously  mentioned  l>ecame  a.s  simple  as  it  was  reliable. 
In  faet,  reports  came  from  all  fjnarters  regarding  the  almost  remarkable  action 
of  this  **  organotherapy "  which  was  partieuhirly  effective  in  myxedema,  in 
infantile  myxedema,  and  in  CtM*hexia  strumipriva,  while  endemic  cretinism, 
oiring  to  its  nature,  could  only  be  benefit<?d  to  a  slighter  extent.  The  tablets 
wbieli  were  administered  were  so  prepared  as  to  dosage  that  each  tablet  corro- 
eponded  to  0.25  gram  of  the  glandular  substance;  tliese  were  given  in  increas- 
ing doses  of  from  3  to  7  or  10  tablets  per  day,  until  (early  or  later)  symptoms 
of  intoxication,  extreme  or  mild  (the  symptoms  of  so-called  thyreoidism) 
apfM^ar. 

It  cannot  he  denied  that  the  use  of  the  entire  gland  1ms  certain  disjidvan- 
tag€»s,  on  account  of  the  varying  amount  of  active  sulistance  in  the  individual 
gland  or  tablet,  the  admixture  of  products  of  decomposition,  etc.  Obviously 
it  woubl  l>e  desirable  to  isolate  and  to  utilize  the  specific  active  substance. 
There  have  been  numerous  trials  in  this  direction.  At  one  time  it  was 
hoped  that  the  desirt»d  Imdy  could  he  ol)tained  in  the  form  of  a  ferment,  at 
another  time  it  was  supposed  that  it  could  he  secured  as  a  fixerl  chemical  com- 
bination from  the  group  of  proteid  substances  or  even  as  an  alkab^id.  I  must 
mention  that  8.  Fraenket,  in  1895^  isohiteil  a  substance  belonging  to  the 
guanidin  group  with  the  empiric  formula,  C^n„Nj,Ofi,  which  he  called  *^  tluTco- 
anti toxin/'  and  Drechsel  and  Kocher,  Jr.,  isolated  similar  combinations  from 
the  gland.  Then  Baumann,  in  18r»6,  made  the  surprising  discovery  that  the 
gland  contained  considerable  amounts  of  iodin,  and  that  this  iodin  was  found 
in  combination  with  organic  substances,  chiefly  in  his  opinion  with  albumin, 
and  to  a  smaller  extent  with  globulin*  This  body  Baumann  called  iodothyrin, 
later  thyreoiodin,  and  showal  that  from  the  purest  thyreoiodin  9.3  per  cent. 
of  iotlin  could  be  obtained  in  a  crystalline  form.  Investigators  are  not  yet  cjuite 
unaniirious  as  to  the  true  nature  of  this  thyreoiodin.  Tambach  assumes  that 
the  iodin  is  combined  with  various  albumin  liodies,  and  that  iodothyrin  forms 
only  a  part  of  the  iodin-coniaining  substances  of  the  tluTeoid  gland.  Accord- 
ing to  Oswald,  the  ioilin  combined  with  albumin  has  the  character  of  globulin, 
for  which  reason  he  called  it  thyreoglobulin.  From  this,  by  long-continuwl 
jK^psin  digestion*  iodothyrin  and  iodin-containing  albumoses  and  peptones  can 
be  split  off.  Besides  the^^e,  a  nucleoproteid  is  said  to  occur  which,  however, 
does  not  possess  the  specific  action  of  the  gland.  Blum  denies  the  presence 
of  iodothyrin  as  a  primary  constituent;  he  thinks  it  is  not  preformc**!  but  is 
an  artificial  cleavagc-prodnct.  However  this  may  be,  Banmann  in  associa- 
tion with  Roos  se^^med  to  prove  that  thyre^iioilin  possesses  the  specific  proper- 
ties of  the  natural  gland^  and  acU  as  a  sul>stitute  for  its  curative  effects;  it 
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also  possesses  the  same  to^fic  action,  Init  has  the  advantages  of  a  more  exact 
dosage  and  ab^olute  purity.  These  opinions  were  soon  confirmed  by  others 
(Ilofmeister,  Ewald,  Honnig,  Goldmann,  and  others),  so  that  there  caji  be 
no  doulit  that  thyreoiodin  may  be  einploywl  in  place  of  the  natural  gland. 
Wliether  it  is  actually  an  e(|uivalent  for  tlie  complete  gland  appears  doubtful 
from  the  investigations  of  Gottlieb  and  Jaquet,  who  observed  in  a  number  of 
dogs  after  thyreoidcetomy  that  tliyreoiodin  alone  did  not  kc*ep  the  animals 
alive,  while  Gottlieb  by  administering  an  extract  from  tlie  complete  gland 
(thyTaden),  and  Jaqnet  hj  a  substance  called  by  him  aiodin  (a  tannin  precipi- 
tate  of  the  extract  of  the  gland  with  physiological  salt  solution)  succeeded 
in  sustaining  them.  I  might  also  mention  that  Cunningliam  in  England 
isolated  a  so-culled  colloid  substance  from  the  gland  which  is  analogous  to 
Baumanus  tlmeoiodin,  i.  e,,  the  contents  of  tlie  acini  after  previous  peptic 
digestion  of  the  gland  tissue.  He  is  eonsecjuently  of  the  opinion  that  this 
colloid  is  the  true  active  extractive  product  of  tlie  gland  cell,  while  Osw^ald 
believes  it  lo  lie  a  mixture  of  thyreijglolndin  and  nucleoprotcid.  In  a  similar 
manner,  Mcljtmnan  produced  a  ]>reparation  from  ifMloglobulin  and  thyreo- 
iodin which  has  received  the  name  thvreoglandin.  In  view  of  all  this  it  is 
obvious  that  the  nature  of  the  stn?eifically  active  substance  of  the  gland  has  ■ 
by  no  means  been  delinitely  decided;  ou  the  contrary,  each  day  brings  new  f 
reports  and  new  views. 

This  is  true  also  of  another  highly  interesting  discovery  which  science 
owes  to  Baumann,  who  was  unfortunately  too  early  removed  from  his  sphere 
of  activity.  In  a  com[uirative  estimation  of  the  iodin  contents  of  glands, 
some  of  wdiieh  w^ere  procured  from  Freilnirg  and  some  from  Hamburg  and 
Berlin,  it  was  shown  that  the  iodin  contents  of  the  former  were  considerably 
less  than  in  the  glands  brought  from  the  two  last  mentioned  cities.  The 
glands  obtainwl  from  Freiburg,  in  the  same  parts  by  weight,  averaged  2.5 
milligrams  of  iodin;  tliose  from  llamliurg  3.83  milligrams,  and  those  from 
Berlin  ih6  milligrams;  in  the  investigations  in  North  America  made  by  Gideon 
Wells,  the  iodin  ci^ntents  of  20  glands,  some  from  Chicago,  some  from  Balti* 
more,  Boston,  New  York,  etc.,  averaged  10,?S)  milligrams,  Now\  in  Frei- 
burg goiter  is  endemic  and  frequent,  in  Berlin  and  Hiind)urg  comparatively 
rare,  in  America  almost  unknown.  What  can  bo  more  reasonable  than  to 
connect  the  slight  amount  of  iodin  in  tbe  glands  from  Freiburg  (where,  as 
may  be  remarked  in  passing,  goiter  is  found  conspicuously  often  even  in  the 
new-born  and  in  young  children)  wl\h  the  prevalence  tliere  of  goiter?  For 
mauy  years  strumous  degeneration  has  been  referred  to  a  lack  of  iodin  in  the 
water,  in  the  air,  in  tbe  food,  though  no  convincing  proof  of  this  has  been 
estahlished.  Here,  for  the  first  time,  we  seem  to  have  analytic  evidence  of  the 
influence  of  iodin  upon  the  development  of  goiter,  or,  more  correctly,  the 
relafions  of  the  iodin  contents  of  the  thyreoid  gland  to  goiter.  I  expressly  say 
"  seem  to  have  evidence,'*  for  to  make  this  assumption  a  certainty  more  com- 
prehensive investigations  are  necessary,  and  I  am  forced  to  admit  that  Oswald 
made  numerous  analyses  of  glands  from  Switzerland  and  from  the  regions 
where  goiter  occurs  endeniically  and  has  demonstrated  the  exact  opposite; 
namely,  tliat  the  amount  of  iodin  in  glands  from  this  district  was  greater  than 
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in  those  obtaincnl  olsewlicrn,  while,  on  the  nihcr  hand,  Tlos^itzki's  re*»earches  in 
Styria  cnnfirnierl  BuiiTrianii's  reports. 

No  matter  how  diverse  the  nmnufactiiretl  preparations  may  he,  their  use 
evidently  checks  the  previous! 3^  descrihed  symptoms  of  myxedema,  which  give 
place  to  complete  or  almost  complete  health  ;  therefore  all  must  contain  the 
active  siihstance,  thoijt^h  perhaps  some  more  than  others.  The  skin  becomes 
sf^ft,  BttHKith  and  ehistic;  the  edematous  infiltration — t!ie  myxeclema — disap- 
pears; the  hair  which  has  fallen  out  is  renewed.  The  general  health  returns 
to  the  norm,  vigor  and  activity  take  the  place  of  the  prceedin^*^  debility  and 
indf)]cnec — ^hricfiy,  m  complete  a  transformatioo  in  tlie  condition  of  the  f)a(icnt 
takes  place  that  anythini:»^  more  extniordinary  can  hardly  be  imaj^incd*  T!ie 
same  is  also  trnCj  mutatis  juuianduH^  in  the  conditions  previously  described, 
viz.:  infantile  nmedema,  cachexia  thyreopriva,  an  alxirtive  form  of  myx- 
edema which  has  !ieen  designated  **  mifxofdeme  frr/.</r/'  and  to  some  extent 
also  in  cretinism.  To  enter  minutely  into  this  subject  would  carry  ns  too 
far,  hence  we  will  only  remark  that  the  influence  of  thyrc^oid  preparations 
upon  the  length  and  caliber  of  the  bones  in  infantile  myxedema  has  been  ob- 
served, and  to  a  certain  extent  dcmonstratetl,  ad  oeutis,  by  means  of  radioscopy. 

We  noted  the  curative  eflt'ct  of  this  remedy  upon  myxedema  in  my  patient. 
As  time  has  gone  on  the  preparations  of  various  English  and  German  firms 
have  bcM?n  administered,  as  well  as  thyreoiodin  pastilles,  all  with  good  results 
which,  however,  lasted  only  as  long  as  the  drug  was  given. 

After  discontinuing  the  administration  of  the  remedy  for  some  time— in 
my  case  for  a  few  months — we  must  always  return  to  it,  as  signs  of  myx- 
edematous cachexia  always  recur.  These  usually  consist  of  chilliness,  malaise, 
and  slight  swellings  in  the  face ;  occasionally,  however,  severe  symptoms  of  de- 
pression apr^ear,  particularly  of  a  psychic  nature.  This  is  not  to  be  wondered 
at,  as  our  substitutiouthcrapy  does  not  r<:>ot  up  the  evil,  but  only  re-supplies 
some  necessary  products  for  metabolism,  and  for  this  reason  the  medication 
must  be  persistently  carried  on.  At  times  the  remetly  bcK^^omes  unneccesary, 
and  it  may  be  discontinued  for  a  t*onsiderable  interval,  iR^cause  a  certain 
reserve  accumulatt*s,  which,  after  the  cessation  of  the  specific  therapy,  is  only 
gradually  utilizcnl  and  cousumetl  Ijy  the  organism.  The  same  is  also  true, 
according  to  our  present  experiences,  in  cachexia  strumipriva,  while  in  infan- 
tile myxedema  and  cretinism  this  etfect  does  not  occur,  and  from  the  licgin- 
ning  we  must  carry  on  the  thyreoid  therapy  almost  continuously. 

One  of  my  patients,  a  highly  cultured  woman,  who  has  been  taking  thyreoid 
extract  for  five  years,  wTote  me  as  follows r  "I  may  say  that  (inconceivable 
8fi  it  may  appear)  under  organotherapy  the  system  becomes  decidedly  accus- 
tomed to  the  taking  of  tliyrcoid  gland,  so  that  its  therapeutic  etTect  is  weak- 
ened, and  the  doses  must  he  constantly  increase<l  if  improvement  is  to  l>e 
e\pecte<h  On  the  other  hand,  when  we  consider  the  toxic  action,  the  debility 
and  tiring  of  the  heart,  tlie  damage  to  the  stomach,  etc.,  it  appears  that  one 
does  not  becfime  accustomed  to  it;  the  longer  the  drug  is  administertd  the 
greater  the  su.-i(?ep*ibility.''  The  latter  remark  points  to  the  secondary  etfects 
of  thyreoidtherapy,  effects  whichj  after  prolonged  use  of  the  drug,  appear  to  be 
more  or  less  severe. 


The  niine  in- 
irD  w  the  dilofids 
mbA,  ws  wms  first 
is  of  the  body  ftUramiii; 
i  uHt  tfe  liMJQiiod  combiistiQii 
tr).  la  OuA  proeess 
of  Unreoid^  jbmj  me  10  to 
td  m€i^ 
,  a  AacMri  iacniae  in  pulflt 
faeqiMPCT  find  cardnc  pttpttsiiiMu  vIdcIi  bat  be  looiced  «poii  as  a  definite  M 
indkaticMi  tbat  the  dose  is  too  laige.  After  Ok  headicbp,  aansea,  Tomiting.  ^ 
and  general  dehiUiT  nay  oecar.  Sametima  thmt  fymiitoais  increase  to  an 
ahiining  extent^  and  forraerij,  wbea  Ibis  canilifion  was  not  iiifficicDtlT  under- 
stood, eren  fatal  cases  vere  obaenred,  Haagfyic,  wben  tbese  ^rmptoms 
app^r  (which  maj  he  soon  c^r  late,  acooidiiig  to  indmdiial  snsoeptibilitT) 
thyreoid  prepsiations  most  be  inuBtdiatelj  stopped,  and  the  treatment  be 
interrupted.  These  toxle  sjmfRlonia  viD  dm  Aarti|jr  disifpear  vithoot  causing 
permanent  injair.  This  tesdies  tbe  lonn  that  tbese  pfcpafations  should 
not  be  ns^  exc^  on  tbe  adTioe  and  vader  tbe  saperfiskMi  of  a  phjnsidan, 
and  their  sale  bj  an  apotheearj  exetpt  mpcai  prescriptian  should  be  prohib^ 
ited.  How  far  thyreoidism  is  a  phcnonncnoo  of  spmSc  intoxicatfon,  and 
how  far  toxic  products  of  decomposition  genersted  daring  the  mannfactnre  of 
tbe  preparations  are  concerned  in  it^  h  donbtfuL  Forttmatdr^  we  hate  lately 
become  able  to  combat  these  ^ymptoro^  of  thyreoidinn,  or  better,  to  prevent 
their  appearance ;  a^  Mabille  ha^^  proposed,  we  administer  simnltaneooalT  with 
the  thyreoid  preparations  small  diuM  af  mrfmic^  either  as  Fowler^s  ^Intion  or 
as  arsenious  acid,  ^Vs  a  matter  of  fa^et^  in  my  ca?e  I  administerpd  no  less 
than  962  tablets  without  any  ddeterion^  ejects,  and  daring  three  months  I  gave 
3  drops  of  Fowlers  ^lution,  t  cl,  upon  the  whole  a  minimal  amount  of  0.16 
gram  of  arsenious  acid. 

We  may  consider  it  as  definitely  settled  that  we  are  able  by  means  of  sub- 
stitutiontherapy  and  only  in  thi^  way  to  influence  the  entire  constitution  to 
Buch  a  surprising  extent,  in  the  pathologic  conditions  which  depend  upon 
atrophic  or  degeneratire  changes  in  the  thyreoid  gland.  We  should  mention 
here  aUo  the  value  of  th^Tcoid  extract  in  the  abortive  forms  of  myxedema 
which  Hertoghe  has  descril^  under  the  designation  **  myxoed^me  fniste.'* 

The  u^e  of  thyreoid  preparations  should  also  be  considered  in  local  dis- 
ease of  the  thyreoid  gland,  namely,  in  the  treatment  of  goiter.  Although  sue* 
oesg  in  treatment  is  here  limited  to  the  so-called  parenchymatous  goiters  of 
youth,  L  e,,  to  that  form  of  goiter  which  is  not  so  much  the  result  of  degenera- 
tive change  as  of  a  hypertrophic  condition  of  the  glandular  tissue,  their  use  is 
here  of  great  value-  v.  Bnins  was  the  first  to  employ  th\Teoid  gland  prepara- 
tions in  gimple  goiter  with  the  idea  of  diminishing  the  labor  of  the  hyperactive 
gland.  For  it  is  self-evident  that  in  such  cases  there  is  an  increased  demand 
in  the  organism  for  the  product  of  the  secretion  of  the  gland,  cither  because, 
from  w>me  unkno\ni  diiiturbance  of  metabolism,  more  th}TCoiodin  was  required 
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and  so  eonsiimofl  hy  the  nrcranif^m,  or  kt-aose  the  supply  of  iodin  was  defieient 
while  the  activity  of  tlie  gland  was  especially  active,  thus  leiidiuj^'  finally  to 
hypertrojjhy  of  the  or^an.  v.  Bnin^,  in  fact,  observed  a  decided  diminution 
in  the  ^^oitcrs  after  tlic  administration  nf  comparatively  small  dosej^,  and 
Ewald,  iStalicK  and  others  in  Uermany  ohtaintd  sirrrilar  results.  Wells  in 
181*7  compiled  584  cases  of  simiilo  goiter  which  were  treated  with  ditferent 
thyreoid  extracts,  of  whic!i  cases  475,  i.  e.,  about  S2  \)er  cent,,  were  improved. 
Nevertheless,  in  my  experience,  the  cure  is  never  complete;  that  is,  the  goiter 
does  not  completely  disappear,  although  v.  Brims  reports  this  rcsidt  in  about 
8  per  cent,  of  his  cases.  As  has  bt*i'n  already  stated,  the  best  nsults  are  stM?n 
in  youthful  individuals  in  whom  the  goiter  Jias  not  existed  for  too  long  a  time. 
The  older  the  j>atient  and  his  goiter  the  slighter  the  changes  which  may  be 
observed  in  the  gland  in  favorable  cases  even  after  four  to  six  days  of  treat- 
nienl  with  thyreoid  prcpanifinns;,  Tsually,  however,  this  liecomcs  noticeahle 
only  during  the  second  and  third  wLi^ks  of  treatment.  A  diminution  in  the 
circumference  of  the  neck  of  from  4  to  6  centimeters  is  f reipient ;  greater  re- 
duction tlian  this  is  exceptional.  Even  in  these  eases,  after  discontinujince  of 
the  remedy  relapses  occur,  so  that  small  doses  must  ije  repeated  from  time  to 
time. 

I  have  the  history  of  two  girls,  aged  nineteen  and  twenty-one  years  re- 
Bjjectively,  the  circumference  of  whose  necks  after  the  use  of  thyrenitl  prepara- 
tions was  reduced  in  one  from  37 Ay  to  35,1  centimeters,  and  in  the  other  from 
33.5  to  32.1  ci*ntimeters.  Symptoms  of  thyreoidism  did  not  appear.  I  must 
not  fail  to  mention  that  equally  favorable  results  have  been  obtained  with 
thifmus  prrparation,'^  by  ilikulicz  and  Keiubach. 

The  condifions  are  very  diiTercnt  in  another  disease  which  also  imphcatcs 
the  th\Teoid  gland :  Graves'  dij^ease.  In  this  affection  enlargement  of  the 
thyreoid,  as  is  well  known,  is  one  of  the  three  cardinal  symptouis  of  the  dis- 
ease— ^goiter,  exophthalmos,  tachycardia.  But  here  we  are  no  longer  dealing 
with  a  vicarious  or  compensatory  labor  bypcrtrophy  of  the  gland,  but  with  an 
active  increase  of  its  secretion,  which  leads  to  the  phenomena  of  thyreoidism 
occurring  in  the  course  of  the  disease.  The  use  of  thyreoid  preparations  in 
this  malady  is  contraindicatcfl,  even  if  we  omit  entirely  from  consideration  the 
fact  that  the  cause  of  Graves'  disease  is  not  to  be  found  in  an  atfcclion  of  the 
thyreoid  gland  alone.  We  know  that  its  cause  is  multiform  and  that  other 
organs — -as  is  showTi  hy  the  eases  without  goiter-— especially  the  sympathetic 
nerrous  system,  are  implicated.  As  a  matter  of  fact  all  cautious  and  unbiased 
observers  have  been  convinceil  of  the  coruplcte  failure  of  thyreoid  therapy  in 
Basedow's  disease  (exophthalmic  goiter).  I u deed  it  has  l>een  noticed  that 
its  use  is  not  only  useless,  but  often  produces  a  decided  aggravation  of  the 
symptoms. 

Althougli  we  have  up  to  this  point  discussed  the  adminiBtration  of  thyreoid 
preparations  only  as  true  substitutiontherapy  in  diseases  in  which  a  disturb- 
ance of  function  of  the  thyreoid  can  l)e  deuionstrateri  yet  the  list  of  the  uses 
of  the  remedy  has  hy  no  meauB  been  cvhausted.  We  know  of  other  dis- 
eases, or  di^icasc  groups,  in  wdiich,  based  upon  the  pharmacodynamic  action 
of  thvreoiodin,  this  remedy  has  been  emplovcHl  with  more  or  less  success.  I 
14 
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have  stated  before  that  the  employraont  of  thyreoid  preparation.^  increases 
metalx)lisni,  and  eanses  a  decreaBe  in  the  fat  of  the  organism ;  this  has  lieen 
experimentally  proven.  What  was  more  natural  than  to  attempt  a  cure  of 
obcnhj  by  this  means?  Y.  Davies  in  America,  Leiehteostern  and  Ewald  in 
Germany,  were  the  first  to  publish  favoraide  results  of  this  kind.  They  ob- 
tained in  obese  persons  reduetiona  in  weight  of  5  kilograms  and  more  in  a 
few  weeks  without  any  special  restriction  of  the  food,  and  witliout  pn>dncing 
nuirkcd  debility,  restlessness,  fatigue,  etc.  This  condition  is  due,  as  already 
remarked,  to  an  increased  combustion  of  carbohydrates  and  fat,  while  albumin 
decomposition  is  but  little  at!ected,  Schrodt  has  lately  published  a  case  in 
which  a  loss  of  16  kilograms  of  weight  occurred  in  an  obese  person,  and,  as 
was  sliown  l>y  carefully  conducted  investigations  of  metabolism,  this  was  almost 
wholW  due  to  combustion  of  fat.  The  results  are  even  better  if  the  diet  is 
regulated  simultaneously,  i.  e.,  the  fats  and  carbohydrates  limited  to  a  certain 
extent  without,  however,  insisting  on  a  dietetic  cure  for  the  reduction  of  fat 
in  the  strict  sense  of  the  word.  Cabot  has  collected  145  cases  of  this  kind, 
and  reports  favorable  results  in  all  but  6  cases,  v.  Noorden,  who  is  not  well 
disposed  to  thyreoid  treatment  in  obesity^  nevertheless  observed  among  14 
patients,  who,  in  the  course  of  four  or  live  weeks,  had  taken  upon  the  average 
3  to  4  tablets  per  day,  a  reduction  in  weight  of  5.4,  6.0,  and  7.8  kilogramSj 
and  had  only  one  complete  failure.  In  ihyrefjiodin  we  should,  therefore,  pos- 
sess an  almost  ideal  remedy  for  obesity  if  only  it  were  always  ctTective.  Re- 
ports of  failure  are,  however,  not  wanting,  and  in  several  cases,  instead  of  the 
desired  loss  of  weight,  symptoms  of  thyreoidism  have  appeare<i  This  latter 
condition,  with  or  without  a  simultaneous  reduction  of  body  fat,  has  Iteen  apt 
to  supervene  when  the  laity,  without  professional  advice,  have  used  the  thyreoid 
preparations  either  too  long  or  in  t*>o  large  doses.  In  another  article,  in  re- 
ferring to  a  case  of  psoriasis  treated  l)y  the  thyreoid  preparations,  I  have  dis- 
cussed the  question  asked  by  Ilertoghe,  whether  success  or  failure  in  the^e  cases 
does  not  depend  upon  t!ie  condition  of  tlie  thyreoid  ghind  of  the  affected  indi* 
vidual;  i.e.,  the  treatment  is  only  successful  in  cases  in  which  the  obesity 
(or  the  skin  disease)  is  one  of  the  manifestations  of  an  affection  produced  bj 
disturbance  of  the  function  of  this  organ,  as  the  gland  certainly  has  a  decided 
influence  upon  metabolism. 

There  can  be  no  doubt,  as  has  been  determined  from  observations  in  myx- 
edema, of  the  effect  of  thyreoid  in  trophic  processes  of  the  skin.  Hence  thweoid 
preparations  are  administered  in  various  skin  diseases,  lichen  planus,  prurigo, 
adenoma  sebaceum,  ichthyosis,  xeroderma,  lupus,  and,  above  all,  in  psoriasis ; 
of  course  here  also  the  success  is  varying  and  uncertain.  In  some  quite  chronic 
cases  I  have  seen  conspicuous  imprnvemeut,  and  it  is  not  too  much  to  say  a 
cure;  in  others  there  was  no  result  in  spite  of  treatment  for  several  months. 
In  the  last  case  succi?ss fully  treated,  a  spare  man,  aged  fift\^-three,  whom  I 
showed  at  the  meeting  of  the  Berlin  Medical  Society  on  July  18,  1*JOO,  the 
thyreoid  gland  could  not  lie  palpated.  This  man  had  a  persistent,  freely 
desquamating  eruption,  appearing  in  large  blotches  upon  the  trunk  and  ex- 
tremities, for  the  cure  of  whicb  various  reme(iies  liad  been  unsuccessfuljy 
employed  for  years.    After  the  administration  for  three  months  of  thyreoiodin 


I 


THERAPY 

tablets  with  arsenic— lio  recoivtHl  during  this  time  450  tablets  whicli  cantained 
<)/2o  gram  of  iodrithvrin  mid  O.Hi  gniru  of  arsenious  acid — the  eruption 
almost  di^ap[xul^ed»  Iveiiig  replaeed  by  small,  i.^^ohited  areas  of  about  the  size 
of  tt  silver  tiiree-eent  piCTe,  and  by  natural,  smrxith,  pink  skin.  Of  154  cases 
eolleeted  by  Cabot,  G3  were  improved,  53  unimproved,  and  22  aggravated. 
This  is  greatly  in  favor  of  my  view  jjrevloo^ly  expressed  regarding  the  eonnec- 
tiun  between  these  diseases  of  the  skin  and  disturban^x^s  in  fiinetion  of  the  t!iy- 
reoid  gland;  for  Wells,  in  a  case  of  scleroderma  in  a  woman  aged  iift}'-ooe 
wbo  liad  snfTered  for  about  one  year  from  the  alTeetion,  found  the  thyreoid 
ghmd,  post  mortem,  to  be  greatly  atrophied,  so  ihnt  in  the  fresh  condition  it 
weighed  only  14  grams  and  when  dried  only  3/33  grams.  The  total  amount 
of  iodin  was  only  2,94  milligrams,  i.  e,,  only  about  one- fourth  of  ihc  normal. 
Microseopically  the  connective  tissue  was  greatly  increased,  the  intima  of  the 
glandular  vessels  was  proliferated,  the  lumen  of  the  aeini,  for  the  most  part 
without  e<jlloid.  changed  into  small  cysts  which  were  Hlled  with  colloid  mate- 
rial. The  hypophysis  was  hypertrophied,  it  weighed  0.7  gnira,  its  acini  were 
distended  by  eoUoid  masses  with  uncommonly  numerous  eosinophile  cells  in 
the  interacinous  tissue.  Wells  remarks  quite  propc^rly  that  if  these  changes 
could  l)e  detennined  constantly  in  scleroderma  the  fact  woidd  greatly  favor  a 
th}Teogenous  origin  of  this  disease. 

Actuated  by  the  same  reasons  as  in  the  therapy  of  ol>esi ty  and  psoriasis, 
etc.,  physicians  have  used  thyreoid  preparations  in  menial  dkfa.'^e,  in  telamis, 
ckorra  and  proffnssirf'  mijopothfj.  Favorable  results  in  isolated  cases  have 
even  t>een  reported,  particularly  by  Bruce  from  the  Royal  Edinburgh  Asvlum, 
by  Mabon  and  Babcock  from  the  St.  Lawrence  Hospital,  and  by  Reinhold, 
Levy-Dorn,  Gottstein,  and  Bramwell  in  tetanus,  etc. ;  but  invariable  and  con- 
vincing results  have  been  obtained  more  rarely  in  these  atfeetions  than  in  the 
diseases  previously  mentionwl.  Ganthier,  (jueriii,  Rcclus,  Ferria  and  otiiers 
have  employed  thyreoid  treatment  also  in  fractures  with  delayed  union  of 
Imnes,  on  account  of  the  fact  that  the  thyreoid  gland  has  a  predominant  influ- 
ence upon  the  growth  of  Inine;  the  results  were  apparently  most  gratifying, 
and  the  same  reason  led  to  the  employment  of  this  rcnn^lial  agent  in  rachitis. 
But  here  the  watchword  for  the  present  must  Ik*:  temporize!  Confirma- 
tions are  wanting;- and  from  this  it  raay  be  concluded  that  the  treatment  has 
been  tried  by  others,  Init  without  succe^. 

We  cannot  close  this  discussion  without  referring  briefly  to  an  organ 
apparently  in  close  connection  with  the  functions  of  the  thyreoid  gland,  and 
by  embrv'ologic  and  anatomic  analogie^j  also  histogenetically  parallel  with  it 
This  is  the  hifpophijst^,  the  piiultartj  bodij,  the  anterior  glandular  part  of 
which  IS  develope<l,  like  the  thyreoid,  from  the  ectoderm,  a  diverticulum  of 
the  posterior  pharyngeal  wall,  the  structure  of  whicli  also  consists  of  acini 
which  unite  and  form  follicles  containing  more  or  less  of  a  colloid  substance, 

ITnquestionably  this  gland  has  some  relation  to  osseous  groA^ih,  for  it  is 
almost  invariably  enlarged  in  acrompgalia  and  giant  growth.  In  isolated  cases 
it  has  l>een  known  to  attain  the  size  of  a  hen's  eg^^  and  the  sella  turcica  is 
abnormally  developed.  Neverthelass,  this  does  not  yet  prove,  as  most  authors 
too  hastily  assume,  that  the  hypertrophy  of  the  gland  is  the  cause  of  these 
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1k^  •ImIp  km  Im0  Etlh^  to  tt^ 

*^*fnfMitlimi  tlttl  s  atrfaia  rMffwHiiin  to  the 

^f  ^t^^nt^ffmihf  r^uU»ri.    Am  m  matter  of  tmei^ 


f'jirlr,  ifi  n  iri^  infffit^rtiDg  aiticfe  in  the  BirBilo  Xedical  Joonial^  18dd, 
Imm  *}^/irri  ttat  it  tMf  \ie  traced  to  a  i^nr  euir  epoch  ijt  tbe  hktoiy  of  medlciise. 

ffi  (%Hm,  Mtu^^  fi^nnU:  afitiqtij'fy,  the  joke  from  mmoenkeA  p^  lungs 
It  i#i#|  l/#  h#iri^  (i#*io  nn  tdluntmX  remcflj  for  pii]in<»ianr  disetflo;  for  hesdache, 
j/>lt»'  t/niMM  HI*'  tftki^i ;  fi#r  dy»*#/ntenr  and  chronic  diarrhea,  pigs'  intestinea 
•IN  m\miu\»U*fiA ;  *<*rjj*fii  in  T%*\mU^\  a  fiolent  tonic  in  chlorosis,  anemia^  Lmpo- 
iifimu  *^*'     '/'^>w*?  mm  me  rbn  nom! 

^irUMy  nj^'MkifiK.  Mw?  odmrnj^tration  of  ovnrmn  extract  is  the  only  one 
$4  llfiNM*  Mlh'rMpf*!  ffjrt(  jM  foiinilf'd  iipfin  pxp<?rinipnta]  proof  as  well  as  upon 
•Nfil^^^y.  -riiJ*  Hi\min\Avn\vm  of  \mm'rin\\'w  subf^tance  in  diabetes  (on  account 
ill  \\w  i*%\mUm»H\n\\y  pnmnx  Mnium  of  the  pancreas  to  glycosuria  and  dia- 
mim^  In  II  \\iimi\mi\H\  it.%piTirr»cril  which,  critically  examined,  is  based 
U\iHH  Jriilblii^  num^  (hiiii  Jiimfo^y.  \\m\  hifkn  dim-t  exponnicntal  proof.  Re- 
Kfiidlft^  nViM'hiiii  Ibi'iajty,  i,  (*,,  tlio  iihc  of  so-called  onphorin  tal)!ets,  Loewy 
and    UlcbbT   Imivo  (IciiiuriMliaJcil  *'\pf  riiijciitally   tlie  interesting  fact  that  in 
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castrated  bitehos  the  oonsumption  of  oxygen  falls  aliout  20  per  eent,*  the  total 
metabolism  of  gases  about  9  per  cent,  1h?Iow  iionnal,  and  that  this  alteration 
of  respiraton^  metabolism  continues  for  a  long-  time  after  ovariotomy,  even 
from  six  to  twelve  months.  If  such  animals  are  fed  with  driofl  ovaries,  the 
interchange  of  gaser^  returns  to  its  former  height  and  even  beyond  it. 

(hi  tlio  otlier  hand,  nnder  *he  inlliience  of  oiiphorin,  no  increased  destmc- 
tinn  of  N-eontaining  substances  takes  place — no  intcrcliange  more  rapid  than 
in  normal  animab— nor  could  similar  results  be  obtained  after  ovariotomy  in 
animals  by  the  use  of  didymin  or  sperm  in.  This  explains  I^indan^^  successes 
with  the  iidniinistration  of  ovarian  tablets  in  inenstrual  anojnalies,  dtiring  the 
climacterium,  in  chlorosis  and  hysterica!  conditions;  these  good  results  I  can 
partially  conlirm  from  my  own  cxpcncnce. 

Other  organic  extracts  and  preparations  are  also  known  to  produce  certain 
efTecLs  u^mn  the  organism.  Thus  adrenal  extract  increases  blood  pressure, 
preparations  made  from  the  spleen  and  liver  have  an  influence  upon  leukocy- 
tosis, etc.  However,  these  are,  as  far  as  can  at  present  be  ascertained,  only  local 
efffxits  limited  to  definite  circumscribed  areas,  and  may  be  compared  to  the 
action  of  digitalis  upon  the  heart,  or  of  atropin  upon  the  pupil.  We  cannot 
claim  for  them  any  specific  curative  efTeet. 

The  suceesses  reported  with  t^rcbrin  in  cerebral  affections,  with  medullin 
in  diseases  of  the  bone,  with  didymin,  with  the  extract  or  with  the  substance 
of  the  adrenals  in  Addison's  disease,  with  pancreatic  tal>lets  in  diabetes,  etc., 
must  l>e  reganh'd  as  very  exrc^ptional,  if  indeed  we  credit  them  at  alL  These 
preparations  have  not  as  yet  found  general  acceptance.  ( 'ons(?<piently,  T  do  not 
intend  to  relate  in  detail  what  has  been  accomplished,  or,  better,  what  has 
l>een  attempted  by  tlicir  use. 

In  tliis  field  of  therapy  the  same  phenomenon  is  met  with  which  we  find 
at  present  in  other  realms  of  therapy:  professional  activity  and  choice  are 
influenced  more  than  is  desirable  from  a  source  outside  of  the  profession.  I 
mean  by  the  manufacturing  chemist.  The  chemical  laboratories,  esjMMi'ially 
of  the  anilin  works,  have  bifely  tlirown  themselves  zeahnisly  into  the  endeavor, 
laudable  in  itself,  to  produce  or  to  combine  cbcmiral  bodies  whenever  a  the- 
oretic consideration  or^  more  rarely,  an  animal  cxperhneut  ap|>eared  to  show 
the  existence  of  a  pharmacod>'namic  property.  These  endeavors  have  flooded 
the  medical  market  with  an  endless  nunilier  of  new  preparations  that  are 
distributed  for  trial,  and  with  the  hope  of  a  successful  I  rial,  io  competent  and 
incompetent  judges.  Xow  there  is  afisolulely  no  curative  agent,  no  matter 
how  slight  the  foundation  for  its  usc\  that  docs  not  have  its  firm  believer,  and 
sen'e  for  purposes  of  investigation.  Frequently  it  is  tested  in  only  a  f*:w  cases 
from  private  practice,  and  then  its  epithon  ornans  "clinical  observation**  is 
attached.  The  nsults,  in  the  form  nf  reprints,  are  then  sent  by  the  lalcira- 
tory  into  the  world  by  thousands.  Unfortunately  the  opinions  expressed  in 
thede  reprints  often  depend  upon  autosuggestion  or  an  uncritical  spirit  in 
the  author:  in  other  cases  the  ctfects  |>roduci»d  by  the  new  preparationg  are 
nowise  iK^tter  than  the  action  of  old  anrl  reliable  reujedies. 

Who  knows  the  preparations?  Their  name  is  Legion;  they  are  sent  out 
with  "  first-class  recommendations  '*— this  commercial  expression  ia  excusable 
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for,  in  fact,  it  is  in  place  here — are  put  upon  the  market,  and,  after  a  brief 
and  ephemeral  existence,  are  relegated  to  the  orcus  of  the  medicine  closet, 
never  to  see  again  the  light  of  day ! 

The  natural  reaction  is  a  constantly  increasing  doubt  in  regard  to  new 
remedies.  The  fascinating  reprints,  of  which  every  physician  has  a  plentiful 
supply,  owing  to  the  activity  of  the  manufacturer,  are  read  or  not  read,  but 
are  followed  very  cautiously,  for,  otherwise,  time  and  money  would  often  be 
uselessly  spent,  even  if  other  and  greater  injury  to  the  patient  does  not  result 
from  their  use. 

Why  do  I  mention  all  this  ? 

Certainly  not  to  check  a  spirit  of  rivalry  in  the  production,  nor  in  the 
testing  of  new  remedies  by  competent  physicians,  and  this  I  desire  to  repeat 
with  emphasis  and  to  bring  out  pro  mine  nth/.  The  advantage  which  has 
already  result (m1  from  organotherapy  is  so  obvious  that  many  a  failure  would 
be  am])ly  compensated  for — hut  I  must  advise  those  who  iusy  themselves  with 
this  linn  of  investigation  to  he  more  cautious  in  arriving  at  conclusions,  and 
to  exercise  more  patience  in  collecting  and  more  care  in  utilizing  their 
material. 

Jt  is  not  wise  to  cut  the  corn  while  it  is  yet  green;  harvesting  also  is  an 
art.  Whoever  has  not  learned  this,  whoever  works  in  a  field  which  is  too 
narrow,  i.  e.,  in  other  words,  whoever  lacks  the  necessary  experience  and  the 
endowment  of  n  faculty  for  scientific  criticism,  should  refrain  from  giving 
opinions  on  such  a  subject. 

To  this  <rroup  of  over-hasty,  uncritical,  and,  therefore,  untrustworthy  pub- 
lications, lM'lon<:  those  cliateaux  en  Espagne  which  form  the  greater  part  of 
that  *' so-called  "  oriranotherapeutics  with  which  we  have  been  favored  in  the 
last  few  years.  With  alarming  haste  the  manufacturing  chemists  have  made 
preparations  from  all  of  the  organs,  and  olfered  them  to  the  medical  profes- 
sion for  its  kind  consideration. 


ADDISON'S    DISEASE 

By    L.    REISS,    BcHLm 

In  recent  pathological  discussions  attempts  have  l>e<?n  made  to  refer  the 
clinical  ^ynipinms  in  a  nuinUtr  of  general  atTections?  to  a  so-called  *'  auto- 
intoxication ''  |»Toduced  by  tlie  deereiiiie  or  absence  of  the  ''  ijiternal  .secretion'* 
of  an  important  organ  of  the  bod  v.  Of  course  this  view  refers  chietly  to  those 
forms  of  disease  in  which  clinical  and  pathologico-anatoniical  experience 
have  taught  ns  to  recognize  the  invariable  predominance  of  changes  in  an 
organ  having  a  secretorv'  character.  An  exanipk'  wliich  best  illustrates  this  is 
the  wonderful  symptom-picture  of  myxedema,  the  direct  dependence  of  which 
upon  a  cessation  or  absence  of  function  of  the  thyreoid  gland  has  been  lately 
proven  with  all  the  certainty  that  can  be  desired. 

To  the  general  diseases,  in  which,  at  tlie  tirst  iirlance,  it  must  lie  ohvious 
that  similar  functional  distorbanccs  arc  causative,  belongs  also  the  remarkable 
symptom-group  which»  aUnit  the  mid<lle  of  the  hvst  century,  was  first  accu- 
rately deseribdl  by  the  English  physician,  Ad<lison,  and  to  which,  therefore, 
his  name  has  been  attached.  The  relation  of  this  clinical  picture  to  a  well- 
ilefincd  disease  of  the  adrenal  hodies  wliich  is  present  in  the  uiajority  of  cases 
has  governed  the  views  of  observers  from  remote  times  regarding  the  nature 
of  the  disease,  and  in  spite  of  the  many  differences  of  opinion  which  have 
liecome  prominent  in  the  hist  decades  regarding  tlie  ptiiJtogt'ne^iJi  of  Addison's 
disrase,  the  great  majority  of  piiysicians  maintain  that  a  cessation  of  ike 
function  of  the  adranats  is  the  essential  basis  of  the  aiTection,  It  is  also  in 
harmony  with  this  view  that  lately,  by  a  tninsference  of  the  practical  question 
of  the  treatment  of  this  ufrectiim  by  organotherapy,  favorable  expectationg 
have  been  aroused  so  that  many  trials  have  already  been  made  of  this 
method. 

But  nevertheless,  upon  closer  observation,  the  conditions  do  not  appear  so 
simple^  Many  of  the  clinical  symptoms  cannot  be  referred  without  further 
ci^nsideration  to  a  disturbed  function  of  the  adrenals;  a  constant  group  of 
clinical  and  anatomical  findings  cannot  be  said  to  have  been  found,  and  thus 
an  accurate  weighing  of  the  experiencesi  gathered  up  to  this  time  leads  to  the 
conclusion  that  the  exclusive  dc|iendence  of  Addison's  disease  upon  disease 
of  (he  adrenals,  although  in  miUiy  rcsp<>ets  quite  likely,  has  not  lx?en  absolutely 
proven,  and  does  not  suftice  fully  to  explain  the  pathogenesis  of  the  disease. 

Under  thciie  circumstances,  it  is  instructive  to  investigate  the  most  impor- 
tant fiointi?  and  ascertain  whether  or  not  the  weight  of  evidence  points  to 
a  direct  dependence  upon  disease  of  ike  suprarenal  bodies.    In  the  following 
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survey  of  the  present  status  of  our  knowledge  of  the  pathology  of  the  affection, 
this  problem  is  our  chief  interest.  We  hope  clearly  to  demonstrate  what  the 
investigations  of  the  last  half  century  have  contributed  in  explanation  of 
the  disease,  and  what  is  left  for  future  studies  to  elucidate. 

A  brief  description  of  the  clinical  picture  must  precede  the  rest  of  my 
discussion. 

CLDTICAL  PICTURE  OF  ADDISON'S  DISEASE 

The  description  need  be  but  very  brief  for,  in  the  portrayal  of  the  clinical 
symptoms,  the  first  description  given  by  Addison  in  1855  is  practically  ex- 
haustive, and  many  of  the  later  observations  have  but  supplemented  this  in 
certain  respects. 

All  typical  cases  of  the  disease  show  (simultaneously  or  serially)  the  fol- 
lowing four  groups  of  symptoms : 

1.  General  adynamia;  2.  gastric  and  intestinal  disturbances;  3.  general 
nervous  symptoms;  4.  abnormal  pigmentation  of  the  surface  of  the  body. 

I  here  emphasize  the  conception  of  "  typical  cases/'  and  do  not  believe  it 
advisable  in  describing  the  nature  of  the  disease  to  deviate  too  far  from  this 
conception.  In  particular,  I  do  not  believe  that  we  ought  to  include  as  cases 
of  Addison's  disease  (as  has  often  been  done  of  late)  those  in  which  the  most 
conspicuous  symptom,  the  abnormal  pigmentation  of  the  skin,  is  absent,  even 
though  examples  of  this  kind  (of  which  more  will  be  mentioned  later  on) 
may  be  important  in  the  explanation  of  the  nature  and  the  pathogenesis  of 
the  disease.  The  differentiation  of  characteristic  symptom-pictures  can 
advance  our  clinical  knowledge  only  when  it  is  carried  out  with  the  neces- 
sary consistency. 

The  signs  of  adynamia  as  a  rule  develop  very  insidiously,  showing  them- 
selves in  general  malaise  with  exhaustion  upon  slight  exertion,  gradually 
increasing  to  extreme  muscular  weakness,  particularly  of  the  lower  extrem- 
ities, so  that  walking  may  become  very  diflicult.  These  symptoms  cannot  well 
be  referred  to  a  profound  disturbance  of  nutrition  of  the  muscles,  for,  as  a 
rule,  neither  very  marked  emaciation  nor  muscular  atrophy  is  present,  at  least 
in  the  early  stages  of  the  disease.  A  weakened  condition  of  the  heart  muscle 
is  also  apparent,  particularly  in  advanced  stages  of  the  disease.  The  pulse 
is  often  very  small,  and,  at  least  in  the  earlier  stages,  more  often  slowed  than 
accelerated.  Subnormal  temperature  (1)5°  F.  or  a  little  above  this)  has  been 
repeatedly  observed,  particularly  in  the  terminal  stages  of  the  disease. 

The  muscular  weakness  cannot  be  attributed  to  a  marked  anemia,  for  the 
microscopic  examination  of  the  blood  (which  will  be  referred  to  more  in 
detail  later)  has  generally  indicated  even  in  a  late  stage  of  the  disease  only 
a  moderate  diminution  of  the  red  blood-corpuscles  and  leukocytosis  while 
some  recent  observations  have  shown  a  conspicuously  large  numlxir  of  eryth- 
rocytes. 

The  disturbances  referred  to  the  digestive  canal  show  themselves  in  the 
earlier  stages  of  the  affection  by  general  dyspeptic  complaints:  Loss  of  appe- 
tite (often  extreme),  occasionally  bulimia;  tendency  to  nausea  and  vomiting, 
sense  of  pressure  in  the  epigastrium;  also  disturbance  of  intestinal  activity 
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which  more  frequently  leads  to  diarrhea  than  to  constipation.  With  this 
very  offen,  even  early,  there  are  marked  pains  in  the  abdomen  esf»ecially  in 
the  epigastriuuu  in  both  lumbar  regions,  and  in  the  right  and  left  hypochon- 
drium,  intermittent  at  tirst,  subsequently  often  becoming  continuous.  All  of 
these  symptoms  increase  late  in  the  course  of  the  disease,  and  often  become 
so  severe  that  after  a  time  the  gastrointestinal  distnrbances,  with  stubborn 
vomiting  and  often  steady  diarrhea,  rapidly  decrease  the  strength. 

The  sVTuptoms  which  may  be  referred  to  the  nervous  sydcm  are  slight  at 
the  onset  of  the  disease,  of  a  general  character,  and  limited  for  the  most  part 
to  psychical  apathy,  tendency  to  headache  and  the  like.  I^atcr,  attacks  of 
vertigo  and  s\Ticope  are  usually  obsen^ed,  not  infrequently  also  epileptiform 
attacks  and  somnolence.  Death  occnrs  most  often  after  coma  and  convulsive 
phenomena. 

The  most  conspicurms  Mriiptinn  of  the  dis*'ase  in  all  well  marked  eases  is 
the  discoloration  of  the  skin  which  has  given  the  affec^tion  the  designation 
of  "  bronze  disease."  Like  the  utljer  symptoms,  this  usually  develops  gradually 
from  a  light  yellowish  brown  up  U\  a  dark  brownish  black  (mulatto  a>lor^ 
negro  color).  It  often  begins  simultaneously  with  the  general  asthenia,  but 
may  precede  this,  in  some  cases  evt-n  by  a  long  time  (in  one  recorded  ease 
twelve  years).  The  bronzing  appears  most  often  on  the  places  which  are 
exposed  to  the  air  (face,  neck,  hands),  and  on  those  which  normally  show 
most  pigmentation  (the  axillie,  the  areola  of  the  nipple,  the  linea  alba,  the 
genital  region),  and  thence  distrilnites  itself  over  the  rest  of  the  skin.  Uj>on 
tfie  uniformly  pigmented  surface  there  often  develop  later  circomscrihed,  still 
darker  areas;  in  some  cases,  on  the  other  hand,  we  find  zones  which  are  without 
pigment  (leukoderma). 

The  simultaneous  involvement  of  certain  mucous  membranes  in  this  pig- 
mentation has  very  properly  been  emphasized  tlirfuighout  thi'  literature  of 
Addison's  disease  as  especially  important  in  the  ditferential  diagnosis  from 
other  discolorations  of  the  skin.  Almost  invariably  the  mueou,s  membrane  of 
the  mouth  is  affected,  usually  in  the  form  of  irregular  bluish  black  spots, 
their  seat  being  chiefly  ufxm  the  mucous  membrane  of  t!u'  tips  and  ])alate. 
vVccording  to  my  experience,  the  iungue  deserves  more  attention  than  is  usually 
given  to  it.  In  the  cases  seen  by  me  it  often  shows  in  dilTerent  areas  a  very 
conspicuous  inky  stain.  Sometimes  pigment  areas  are  found  upon  tlit*  vjigirinl 
mucous  membrane;  exceptionally  also  upon  the  conjunctiva  palpeliniruui  and 
sclera*  and  upon  the  voeal  cords. 

The  pigmentation,  as  a  rule,  gradually  increases  in  intensity  throughout 
the  course  of  the  disease.  Only  exceptionally  has  a  diminution  \\wu  notitl 
prior  to  death.  Somewhat  more  often  transitory  remissjons  of  the  bron/Jtig 
have  lA*en  reported.  I  myself  have  seen  in  two  cases  a  Iih*ncbiug  of  thn  mkin 
lasting  several  months  (with  a  simnltaneous  general  improv<*nn*u( )  ami  laliT 
increased  discoloration. 

The  course  of  the  symptoms  just  nicntioned  is  deeidtHlly  chnMiie;  ordy 
exceptionally  is  the  onset  acute  and  progress  rapid,  The  neviTrr  Hyuj|>lom«i 
follow  the  milder;  not  infrequently  they  conu»  on  some  moutlii^  or  va^vV^  prior 
\o  deiUh,  with  a  certain  suddenness.     Two  years  nuiy  be  meulioiuul  tu*  thu 
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average  duration  of  the  disease,  as  determined  from  a  large  coUection  of 
cases.  The  termination  is  always  fatal ;  in  the  few  cases  which  have  been 
described  as  cured  the  diagnosis  ia  donhtf  ul. 

To  complete  the  description  it  may  be  stated  that  Addison's  disease  {par- 
ticidarly  in  North  Germany)  is  quite  rare,  that  with  the  exception  of  earliej^t 
childhood  and  extreme  old  age  it  attacks  all  periods  of  life  cjuite  uniformly, 
and  is  more  frequent  in  men  (60  to  70  per  cent,)  than  in  women.  Important 
etiologic  factors  cannot  l>e  determined;  in  a  number  of  cases  prolonged  psyctii- 
cal  depression  {care  and  sorrow)  a]>pear  to  play  a  role, 

Beside^s  those  diseases  with  which  the  malady  is  often  associated  (tubercu- 
losis, tUid,  to  a  lesser  extent,  eareinosis)  I  must  mention  certain  cutaneous 
complications  which  have  become  known  by  experience,  among  which  are 
especially  scleroderma,  and  in  rarer  cases  prurigo,  mycosis  f ungoides,  etc. 

GROSSER  PATHOLOGICO-ANATOMICAL  LESIONS  IN  ADDISON'S 

DISEASE 

As  regards  the  pathological  anatomy  of  the  disease  numerous  investigations 
in  the  last  few  decades  have  confirmed  the  findings  emphasized  by  Addison, 
i.e.,  the  coincidence  of  tlie  symptom-eomplex  just  described,  with  dm'me  of 
ike  suprareufiJ  bodies.  In  the  overwhelming  majority  of  the  recorded  causes, 
a  profound  change  in  these  organs  with  ilest ruction  of  the  greater  part  of  the 
normal  parenchynui  has  been  olrserved.  Furthermore,  experience  has  shown 
that  Addison's  disease  is  not  p  roil  need  hy  any  and  all  the  pathological  changes 
of  the  adrenals  but  that  a  definite  form  of  disease  of  the  organ  is  usually 
present,  particularly  a  form  of  chronic  inherculosis,  in  which  the  parenchyma 
is  rapidly  tlestroved,  partly  by  caseous  degeneration,  partly  by  fibrinous  con- 
traction. The  macfoscnpic  changes  according  to  age  and  distribution:  In  the 
majority  of  cases  the  adrenals  are  enhirged  (occasionally  to  several  times  the 
normal);  upon  section  the  tissue  in  part  shows  inlhmimatory  swelling  with 
foci  of  caseous  softening;  in  other  areas,  contraction  and  induration  with 
hard,  cheesy,  or  calcified  dejjoslts.  In  a  small  numljer  of  cases  processes  of 
contraction  are  predoiuinant,  so  that  the  organ  is  smaller,  occasionally  so 
small  that  it  can  only  be  found  with  difficulty.  The  disease  of  the  suprarenal 
bodies  in  tlie  majority  of  cases  is  bilateral  but,  as  a  rule,  not  equally  developed 
on  the  two  sides.  lo  the  interior  of  the  individual  organ  the  cortical  and 
the  medullary  substance  are  as  a  rule  uniformly  implic4ite<I,  so  far  as  can  be 
noted  at  the  autopsy.  Tubercle  bacilli  have  lately  been  found  by  many 
observers  in  the  foci  of  disease. 

In  a  small  number  of  cases  the  adrenals  show  other  forms  of  disease. 
Among  these,  according  to  the  latest  investigations  and  reports,  comparatively 
tlie  most  frequent  seems  to  be  simple  atrophtf  of  the  organ,  a  change  wliich 
in  some  instances  is  so  extreme  that  the  adrenal  appears  to  be  absent.  But 
it  is  very  likely  that  some  of  tliese  atrophic  cases  represent  only  I  he  remains  of 
infiammatorv'  processes  after  the  atjsorption  of  softened  foci.  In  a  still  smaller 
number  of  cases  nmlignant  nvopJasms  (carcinoma  an<l  sarcoma)  have  been 
found  in  the  parenchyma  of  the  organ.    8till  more  rarely  otlier  diseases^  such 
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as  amyloid  degeneration,  gummatous  changes,  ecliiooooceiis  disease,  etc.,  occnn 
Finally,  destruction  of  the  organ  by  hemorrhage  has  been  occasionally  men- 
tioned (in  cases  nmning  an  acute  course). 

An  important  point  is  that  in  a  large  nnmber  of  the  accurately  investigated 
cases  the  neighborhood  of  the  adrenals  has  also  been  found  changed,  so  that 
as  a  result  of  adhesiona  and  abnormal  connective  tissue  changes  (apparently 
the  remains  of  circumscribed  peritonitis)  the  adrenals  liave  coalesced  and 
become  embedded  in  the  neit^'hboring  parts.  Among  the  areas  thereby  afTected 
the  filaments  and  pkxuscs  of  the  abdominal  sym|ititbctic  (above  all,  of  the 
solar  plexus  and  of  tlie  celiac  ganglia  which  are  situated  in  the  neighborhood 
of  the  siiprarenals)  have  quite  often  been  found  cml>edded  in  thick  masses 
of  connective  tissue. 

In  the  piirest  cases  the  changes  to  be  found  in  the  adrenals  and  in  their 
immediate  surroundings  are  the  only  abnormal  autopsy  findings.  Frequently, 
however,  other  changes  take  place,  among  them  (naturally  and  primsirily) 
tulx^rculous  lesions  which  attack  the  luogs  in  about  one-third  of  the  cases. 
But  Addison's  disease  does  not  often  complicate  cases  of  advanced  phthisis. 
Similarly  malignant  neoplasms  of  the  adrenals  may  exist  alone  or  be  com- 
bined with  tumors  of  other  abdominal  organs. 

So  far  I  have  purix»sely  considered  only  the  simple  typical  cases  of  the 
disease.  This  mctliod  I  should  like  to  continue  for  the  present,  excluding 
the  eases  nlmva  referred  to,  which  present  the  clinical  picture  of  Addison's 
disease  byt  show  no  clianges  of  the  adrenals.  The  i|Ueslion  must  now  lie 
asked;  May  we,  and  must  we,  in  such  pure  cases  with  a  typical  symptom- 
picture  and  well-developed  disease  or  destruction  of  the  adrenals,  refer  tlie 
former  directly  to  the  latter? 

Before  dt'ciding  this  question,  two  other  questions,  it  appears  to  me,  must 
tirst  be  solved:  (1)  ^lay  the  main  symptoms  of  Addison's  disease  lie  produced 
by  certain  gtnernl  condUians  which  are  present  in  the  alfeclionf  and  (2)  Can 
we  believe  with  our  present  knowledge  of  the  nature  and  function  of  the 
adrenals  that  disease  of  these  may  jirodiice  the  symptotns  of  Addison's  disease? 

In  regard  to  the  first  quest  inn  a  number  of  maladies  must  be  considered 
in  which,  as  a  result  of  a  profound  anemia  and  cachexia,  with  the  general 
symptoms  of  asthenia  (and  eventually  also  gastric  and  nervous  disturbances), 
an  abnormal  pigmentation  of  the  skin  may  develop.  To  this  grou]>  belong 
certain  cases  of  malarial  cachexia,  pseudo-leukemia,  pellagra  (Ncusser),  the 
so-called  vagrant^s  disease  which  is  produced  by  deprivation  of  all  kinds, 
advanced  stages  of  tuberculosis  and  carcinosis,  and  others.  But  it  is  not 
likely  that  any  disease  of  the  adrenals  exists  in  these  disorders.  Moreover, 
the  discoloration  of  the  skin  differs  in  these  cases  most  distinctly  fmm  that 
seen  in  Addison^s  disease.  In  the  diseases  just  mentioned  it  is  usually  of 
slighter  degree  than  in  Addison's  disease,  and  is  far  less  generally  distributc*d ; 
it  rarely  shows,  as  in  the  latter  malady,  the  formation  of  dark  areas  on  a 
background  of  diffusely  discolored  skin,  and  above  all  the  accompanying 
pigmentation  of  the  mucmis  membranes  is  absent.  On  the  other  hand,  in 
the  general  diseases  enumerated  above  the  principal  pathogenic  factor  is  a 
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disturbance  io  nutrition  and  a  eliange  in  the  compositinD  of  the  blooil,  which 
is  generally  absent  in  Addison'^  disease;  The  anemia,  as  a  rule,  is  only  devel- 
oped to  a  TiKxlerate  degree  in  Addison's  di.sease;  the  red  blood  count,  even 
in  advanecd  stages,  is  rarely  below  3,000,000;  the  hemoglobin  also  has  been 
often  found  comparatively  high.  The  increase  of  the  erythrocytes,  which  has 
been  lately  determined,  is  not  constant  and  is  still  unexphiine<l ;  in  one  case 
from  <).8ao,000  to  7,200,000  were  found,  and,  shortly  i)ct'ore  death,  (i,50U,000. 
The  frequently  accompanying  leukoeytosjs,  with  the  relative  increase  of 
lymphocytes  which  has  been  recently  re]x>rted,  was  not  niarkiHl  enough  to 
constitute  a  characteristic  change  in  the  blood  composition.  The  pigmenta- 
tion seen  in  tuberculosis  is  not  of  importance,  inasmuch  as  changes  reseinlding 
Addison's  disease  occur  only  in  its  late  stages;  typical  cases  fd'  Addison's 
disease,  however,  are  rarely  the  accompaniments  of  advanced  stages  of  tuber- 
culosis. 

In  answer  to  the  other  question,  what  consequences  arc,  a  priori,  to  be 
expected  upon  destruction  of  the  adrenals,  it  is  necessary  to  bricily  review 
the  reports  concerning  the  anatomy  and  physiolog}^  of  these  organs. 

ANATOBffY  AND  PHYSIOLOGY  OF  THE  ADRENALS 

Formerly  the  adrenal  was  assumed  to  be  essentially  a  part  of  the  nervous 
system,  and  its  medullary  substance  was  described  as  consisting  almost  exclu- 
sively of  ganglion  cells.  Rut  the  newer  histologic  investigations  are  unanimous 
in  this,  that  the  cortical  substance  as  well  as  the  medullary  substance  enntains 
chielly  parenchyma  cdh  which  show  a  varying  size  and  form  in  ditferent  areas, 
are  arranged  in  groups  inside  of  a  connective  tissue  structure,  and  contain 
very  abundant  pigmenf.  chiefly  in  the  intermediary  zone  (Virchow).  The 
rich  blood  supply  of  the  organs  has  long  tn^en  emphasized  ;  this  is  shown  partly 
by  tlie  comparatively  great  numt)cr  of  afferent  and  elTerent  large  vessel  trunks, 
and  partly  by  the  wiry  dense  capillary  network  (particularly  in  the  medullary 
gubstance).  The  parenchyma  cells  are  everywhere  in  intimate  relation  with 
the  walls  of  the  capillaries,  according  to  some  reports  in  part  diret:'tly  within 
them.  Between  the  cells,  excreted  **  colloid  '*  masse.s  have  of  late  been  fre- 
quently observed  (Aidd).  All  authors,  even  the  most  recent,  agree  that  the 
organs  (especially  their  medullary  substance)  are  particuhirly  rich  in  n^rve 
ehments,  i.  e,,  in  non-medullated  (sympathetic)  and  medullated  nerve  liljers 
as  well  as  also  in  ganglion  cells  deposited  in  the  parent/hyma.  Numerous 
nerves  unite  the  organs  with  the  neighboring  parts  of  the  nervous  system, 
particularly  with  the  semilunar  ganglion  and  the  other  parts  of  the  solar 
plexus;  they  have  even  been  followed  further,  and  traced  into  the  sph^nclmic 
nerve,  the  vagus  and  the  phrenic  nerve.  Some  authors  have  dcscrilied  small 
ganglion  ceil  groups  situated  upon  the  external  part  of  the  capsule  of  the 
adrenal. 

The  conception  of  the  embryologic  development  of  the  adrenals  differs 
with  various  investigators;  the  majority  of  observers  believe  that  there  is 
an  intimate  relation  between  the  medullary  substunce  {which  develops  sepa- 
rately from  the  cortex)  and  the  (sympathetic)  nervous  system,  either  asaum- 


GROSSER  PATHOLOGICO-ANATOMICAL  LESIONS  205 

ing  a  direct  development  of  tht'  adrenal  ine^lullory  .siihshuiee  from  the  ganglion 
of  tlie  syinpathetic,  or  a  later  growtii  from  the  syjiipathetic  ganglion  eells  and 
nerve  fibers* 

In  spite  of  many  |H>ints  which  are  still  obscure  the  complicated  anatomical 
struct  are  of  the  adrcnab  give^  us  the  impression  tliat  tliey  are  (ductless) 
secretory  orgtaus,  const rwcted  with  a  comprehensive  innervation  apparatus. 

Still  more  complicated,  and  in  many  respects  uncertain,  is  our  knowledge 
of  the  phtfifioliMjic  fund  ion  of  the  adrenals. 

For  a  long  time  tht y  have  been  classed  with  the  well  known  glandular 
ductless  organs,  being  designatetl  as  blood-vessel  glands  serving  an  unknown 
purpose.  Particular  attention  was  drawn  Jo  the  adrenals  by  the  first  descrip- 
tions of  the  Addison  symplnui-eomplex,  and  this  caused  a  de^^per  scientific 
interest  regarding  their  importance,  and  the  investigation  of  their  function. 
And  thus,  soon  after  the  publication  of  Addison's  views,  a  series  of  experi- 
mental researches  were  begun  which  had  for  their  purpose  the  extirpation  of 
the  adrenals  in  animals,  and  the  observation  of  symptoms  thus  protluced,  in 
order  to  determine  the  functional  importance  of  these  organs. 

But  the  diirKulty  of  such  investigations  was  soon  sbowm  in  the  uncertainty 
of  the  results.  This  gave  rise  to  the  important  question,  whether  the  adrenals 
were  to  be  looked  upon  as  orfpntt  necrssarff  to  life.  This  question  was  an- 
swcrtnl  definitely  in  the  aflirmative  by  the  first  investigator,  BroMii-Secpjard; 
in  a  puhlication  in  1S5I1  he  stated  that  after  removal  of  liolh  adrenals  all  the 
animals  died  in  a  short  time  <oi^^  to  two  days)  with  prostration  and  severe 
nervous  symptoms.  But  his  reports  were  at  first  not  confirmed  by  other  ob- 
servers; on  the  contrary,  there  snnn  appeared  a  number  of  communications 
(among  which  1  shall  mention  only  those  of  I^hilippeaux,  Gratiolet,  Harley 
and  Schiff),  according  to  which  certain  animals,  in  spite  of  the  loss  of  l)oth 
adrenals,  continued  to  live  for  a  long  time  (several  nmnths),  and  from  which 
it  appean^l  likely  that  the  death  of  the  experimental  animfils  was  produced 
hy  lesions  of  neighboring  parts  (peritoneum,  altdominal  nerve  plexus,  etc.). 
At  this  point  I  must  refer  to  a  series  of  experiments  by  Nothnagel,  who 
produced  bilateral  contusion  of  the  adrenals  in  a  great  noml^er  of  rabbits,  a 
few  of  which  were  still  living  eighteen  months  later  and  showed  no  gross 
lesions. 

Thus  the  vital  importance  of  the  adrenals  was  for  a  long  time  a  subject 
of  doubt  But  a  series  of  new  investigations  suhstantiati>d  the  original  opinion 
of  Brown'Sequard.  These  (conductal  by  Tizzoni,  Abelous  and  Langlois,  de 
Pomenicis,  ('ybulski,  S^ymonowicz  and  others)  sliowed  that  in  a  number  of 
rlifTerent  animal  species  (dogs,  guinea-pigs,  frogs,  etc.)  death  Invariably  re* 
suited  after  a  eoruplete  removal  of  both  adrenals. 

The  period  before  death  varied  (according  to  the  animal  and  according 
to  certain  auxiliary  conflitions)  from  a  few  hours  up  to  several  months.  By 
careful  control  experiments  it  was  shown  that  only  the  loss  of  the  adrenals 
could  be  Hie  cause  of  death-  An  opposite  result  has  been  obtained  in  some 
investigations,  yery  few  of  them  recent.  This  contradiction  may  l)e  explained 
in  various  ways:  Either  the  observation  of  the  animals  may  have  been  too 
brief,  or  the  removal  of  tlie  adrenals  was  incomplete. 
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Finally,  as  an  explanation  of  this  problem  (as  of  many  others  to  be  men- 
tioned later)  we  must  remember  the  presence  of  the  ^o-callcNl  acce^mry  or 
supplementary  sitprarenal  bodies  to  which  Marchaml  was  the  first  to  call 
attention.  These  accesson^  adrenak  are  found  particularly  in  the  neighbor- 
hood of  the  inlerna!  genitalia,  which  have  been  experimentally  proven  to  be 
capable  of  decided  hyiiertrophy  after  removal  of  the  adrenals.  In  conclusion 
it  has  lately  been  regarded  as  t^cttled  that  after  complete  removal  of  the 
adrenals  a  conlinued  heaUhy  ediMence  i^  iw possible. 

More  diflReult  is  the  decision  of  the  question,  what  are  the  disturbances 
of  function  in  experimental  animals  after  removal  of  the  adrenals? 

In  the  first  plaee  a  number  of  symptoms  in  these  animals  may  be  referred 
to  general  nutritive  disiurbancr  (mostly  diarrhea)  ;  further  some  observers  i 
have  noted  lowering  of  temperature  and  lowered  blood -pressure.  Such  synip-  1 
toms  are  not  eonsequcnees  of  loss  of  the  function  of  the  adrenals,  as  has  lately 
been  often  affirmed.  On  the  contrarj^  they  may  find  sufficient  explanation  in 
the  severity  of  the  operation  and  in  various  auxiliary  circumstances.  It  must 
be  emphasized,  too,  that  up  to  the  present  time,  no  animal  experiment  has  l>een 
successful  in  producing  unmistakably  the  principal  clinical  symptom  of  Addi- 
son's disease,  viz.,  the  pignienlation  of  the  skin. 

In  some  more  extensive  series  of  experiments  a  few  of  the  animals  lived 
for  a  longer  time  and  some  developed  areas  of  pigment  upon  the  mucous 
membrane  of  the  mouth  or  nasal  cavity ;  but  it  is  doubtful  whether  in  these 
exceptional  cases  the  ofFcration  produeed  the  pigmentation. 

On  the  other  hand  nmre  conspicuous  symptoms  relating  to  the  nervous 
system  were  observed  in  the  experimental  animals.  In  those  that  soon  suc- 
cumbed there  w'ere  conwiLsions,  symptoms  of  vertigo,  rotary  movements,  and 
the  like;  among  the  animals  which  lived  longer,  paralytic  conditions,  con- 
tractures, etc.,  developed.  More  profound  pathologieo-anatomieal  changes  of 
the  nervous  system  liave  liecn  described  ouly  by  Tizzoni,  In  his  eases  there 
were  lesions  in  the  central  nervous  system,  particularly  the  medulla  oblongata, 
the  cervical  cord  and  cerebellum,  as  well  as  in  the  alKlominal  plexus  of  the  . 
sympathetic,  and  certain  peripheral  nerve  trunks.  In  animals  that  died 
quickly  the  central  nervous  system  showed  hyperemia  wnth  hemorrhages  and 
cell  infiltration  surrounding  the  vessels;  in  the  cases  running  a  chronic  course 
the  changes  were  more  in  the  form  of  cohnun  degeneration  and  atrophy 
of  the  gray  substance.  The  starting  point  of  the  process  was  apparently  the 
abdominal  sympathetic*  But  nothing  analogous  to  tliis  has  been  reported  by 
other  experimenters. 

Krown-Seqiiard  believed  that  he  could  determine  important  change  in  the 
blood  of  these  experimental  animals,  particularly  a  decided  increase  of  pigment 
with  pigment  emlxili  in  the  organs.  From  this  observation  he  inferred  an 
intimate  connection  between  the  adrenals  and  pigment  formation  in  the  body. 
But  confirmation  of  these  reports  by  other  observers  is  lacking.  Reliable 
results  were  fiirntshed  by  i>rolonged  investigations  with  the  ijijedion  of  the 
blood  of  epineplirectomized  animals  into  healthy  animals  by  Bmwn-S^quard 
and  by  later  observers  (particularly  Alw^lous.  Langlois,  etc.).  These  experi- 
ments showed,  after  removal  of  the  adrenals^  a  conspicuous  toxicity  of  the 
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blood  senxm  so  that  when  it  was  i ejected  into  animals  one  of  whose  adrenals 
had  been  excised  death  was  produced  or  ha.stened.  From  the  sum  of  these 
investigations  the  observers  conclude  that,  after  the  operation,  substances  cir- 
culate in  the  hhyod  which  under  normal  circumstances  are  renden?d  harmless 
by  the  adrenals;  Ihat  the  latter  are  therefore  proteciive  organs  m  relation  to 
certain  toxic  products  of  metabolism.  Further  con.sideration  caused  a  number 
of  these  observers  to  emphasize  the  similarity  of  the  symptoms  to  those  of 
curare  poisoning.  This  was  true  of  the  animals  operated  upon  as  well  as 
those  animals  into  w*hom  the  blood  was  injected  {particularly  in  regard  to 
the  action  iqwn  the  nerves).  It  was  also  determined  that  after  inoculation 
of  the  lilood  and  serum  of  dogs  into  other  aninmls  whose  muscles  were  ex- 
hausted by  tetanizing  action  was  produced  similar  to  that  after  the  removal 
of  the  adrenals.  Regarding  the  substances  which  appear  to  be  neutralized 
by  the  normal  function  of  the  adrenals,  these  experiments  justify  us  in  believ- 
ing that  they  are  the  toiir  pnHftuts  of  the  metaboIisTu  of  ?}in^'i'uiar  aeiivity, 

Fhaally  I  must  mention  the  researches  of  Jacobi,  which  appear  to  prove 
an  intimate  relation  between  the  adrenals  and  intpsiina!  pcri^tahw.  And  Ibis 
intluence  must  be  looked  upon  as  an  inhibitive  action  exertc*d  on  the  gut  by 
the  adrenals.  Extirpation  of  Hie  adrenals  acted  Hke  division  of  lire  sphtnclinic 
and  produced  active  intestinal  peristalsis  while  irritation  of  the  adrenals  caused 
the  intestine  to  remain  quiescent.  The  adrenals  accordingly  are  looked  upon 
as  brtinches  of  the  splanchnic,  and  the  inhibitive  tracts  controlling  the  intes- 
tine considered  to  be  fibers  which  lead  from  the  adrenals  to  the  semilunar 
ganglions.  It  is  true  these  investigations  have  not  as  yet  been  thoroughly 
confirmed. 

In  the  reports  of  experiments  up  to  the  present  time,  therefore,  certain 
points  of  support  are  found  for  ascribing  to  the  adrenals  an  important  func- 
tion in  the  organism. 

This  conviction  is  strengthened  and  confirmed  by  other  recent  investiga- 
tions, in  which  the  attempt  was  made  to  introduce  the  active  constituents  of 
the  adrenals  in  the  fonn  of  an  orfjanic  extract  (water^^  glycerin-ixmtaining, 
etc.)  into  animals  by  injection,  and  to  study  the  action  thus  produced.  I 
shall  only  mention  a  few  of  the  most  important,  and  the  conclusions  which 
have  l>een  drawn  from  them  regarding  the  function  of  the  adrenals: 

After  a  few  earlier  observers  had  determined  the  toxicity  of  adrenal 
extracts,  noting  the  etfcet  of  injections  in  different  animals  who  showcni 
symptoms  of  general  body  and  nervous  weakness,  Oliver  and  Schiifer  (1894 
and  1SI>5)  were  the  tirst  to  make  minute  studies  regarding  this  condition. 
They  found  as  the  most  conspicuous  action  of  intravenous  injections  of  the 
extract  (particularly  that  obtained  from  the  medullary  substance)  a  transitory 
but  very  decided  rise  of  hlood-prcsmre.  Further  investigations  (cutting  the 
vagus,  injection  of  atropin,  destruction  of  the  medulla  oblongata  and  of  the 
spinal  cord,  etc.)  proved  that  this  rise  in  blood  ^pressure  is  due  to  a  direct 
increase  of  vascular  tonus  and  general  muscle- tone  (particularly  in  the  heart 
and  in  the  vessels).  The  extract,  besides  strengthening  the  cardiac  action, 
also  slows  it.  Adrenal  extracts  which  were  taken  from  cases  of  Addison's 
disease  were  inactive.    The  observers  conclude:  That  the  adrenals  secrete  a 
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Finally,  as  an  explanation  of  (his  proljlein  (as  of  many  others  to  be  men- 
tioned later)  we  must  reineint^er  tht^  prestmce  of  the  t^o-calied  acce^sor^  or 
supplementary  sitprarenal  bodies  to  which  Marchand  was  the  first  to  call 
attention.  These  accessory  adrenals  are  found  partieularly  in  the  neighbor- 
hood of  the  internal  genitalia,  which  have  lieen  experimentally  proven  to  he 
capable  of  decided  hypertrophy  after  removal  of  the  adrenals.  In  conclusion 
it  has  lately  been  regarded  as  settled  that  after  compleie  removal  of  the 
adrenals  a  continued  heaUhff  rxwtence  iy  impossible. 

More  diffienlt  is  the  decision  of  the  question,  what  are  the  disturbances 
of  function  in  experimental  animals  after  reuioval  of  the  adrenals? 

In  the  first  place  a  number  of  symptoms  in  these  animals  may  be  referrt*d 
to  general  nutritive  disturbance  (mostly  diarrhea) ;  further  some  obsen^ers 
have  noted  lowering  of  temperature  and  lowered  blood-pressure.  Such  symp- 
toms are  not  eonsequcnees  of  loss  of  the  function  of  tbe  adrenals,  as  has  lately 
been  often  afhrmcd.  On  the  contrary,  they  may  find  sufficient  explanation  in 
the  severity  of  the  operation  and  in  various  auxiliary  circumstances.  It  mn&t 
be  emphasized,  too,  that  up  to  the  present  time,  no  animal  experiment  has  been 
successful  in  producing  nnmistakaldy  the  principal  clinical  symptom  of  Addi- 
son's disease,  viz.,  the  pigmentation  of  the  skin. 

In  some  more  extensive  series  of  experiments  a  few  of  the  animals  lived 
for  a  longer  time  and  some  developed  areas  of  pigment  upon  the  mucous 
membrane  of  the  mouth  or  nasal  cavity-  but  it  is  doubtful  whether  in  these 
exceptional  cases  tbe  operation  produced  the  pigmentation. 

On  the  other  hand  more  conspicuous  symptoms  relating  to  the  nervotis 
spstem  were  observed  in  the  experimental  animals.  In  those  that  soon  suc- 
cumbed there  were  convulsions,  symptoms  of  vertigo,  rotary  movements,  and 
the  like;  among  tbe  animals  which  lived  Inuger,  paralytic  conditions,  con- 
tractures, etc.,  developed.  More  profound  pathologico-anatomieal  changes  of 
the  nervous  system  have  been  described  only  by  Tizzoni.  In  his  eases  there 
were  lesions  in  the  central  nervous  system,  particularly  tlie  medulla  oblongata, 
the  cervical  cord  and  cerebellum,  as  well  as  in  the  aljdomitial  plexus  of  the  , 
sympathetic,  and  certain  peripheral  nerve  trunks.  In  animals  that  died 
quickly  tbe  central  nervous  system  showed  hyperemia  with  hemorrhages  and 
cell  infiltration  surrounding  the  vessels;  in  the  cases  running  a  chronic  course 
the  changes  were  more  in  the  form  of  column  degeneration  and  atrophy 
of  the  gray  substance.  The  starting  point  of  the  process  was  apparently  the 
abdominal  sympathetic.  But  nothing  analogous  to  this  has  been  reported  by 
other  experi  menters. 

Brown-SiV|uard  believed  that  be  could  determine  important  changes  in  the 
hlood  of  these  experimental  animals,  particularly  a  decided  increase  of  pigment 
with  pigment  emboli  in  the  organs.  From  this  observation  he  inferred  an 
intimate  connection  between  the  adrenals  and  pigment  formation  in  the  body. 
But  confirmation  of  tliese  reports  by  other  observers  is  lacking.  Reliable 
results  were  furnisbed  by  prolonged  investigations  with  the  injectum  of  the 
blood  of  epinephrectomized  animals  into  healthy  animals  by  BroTSTi-S^quard 
and  by  later  ol)scrvers  (particularly  Abelous,  Langlois,  etc.).  These  experi- 
ments showed,  after  removal  of  the  adrenals,  a  conspicuous  toxicity  of  the 
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blood  semm  so  that  when  it  was  injected  into  aiumals  one  of  whose  adrenals 
had  been  excistHi  death  was  produced  or  hastened.  From  the  sum  of  these 
investigations  the  observers  conchide  that,  after  tlie  operation,  iiuhstances  cir- 
culate in  the  blood  which  nnder  normal  eircnmstaoees  are  rendered  hiirmless 
by  the  adrenals;  that  the  latter  are  therefore  protective  orgam  in  relation  to 
c?ertaiii  toxic  products  of  metabolism.  Further  consideration  cauiied  a  number 
of  these  observers  to  empliasize  the  similarity  of  the  symptoms  to  those  of 
curare  poisoning.  This  was  true  of  the  animals  operatecl  upon  as  well  as 
those  animals  into  whom  the  blood  was  injected  (particularly  in  regard  to 
the  action  upon  the  nerves).  It  was  also  determined  that  after  inoculation 
of  the  hlcvod  and  serum  of  dogs  into  other  animals  wliose  museles  were  ex- 
hausted by  tetanizing  action  was  produced  tiimilar  to  that  after  the  removal 
of  the  adrenali*.  Re^^arding  the  substances  which  appear  to  be  neutralized 
by  the  norma!  function  of  the  adrenals,  these  experiments  justify  us  in  believ- 
ing that  they  are  the  toxic  pnMlutis  of  the  metabolism  of  mmcular  aetititif. 

Finally  I  must  mention  the  researches  of  Jacobi,  which  appear  to  prove 
an  intimate  relation  between  the  adrenals  and  inteMnal  peri^taiifii?.  And  this 
intluenee  must  be  looked  upon  as  an  inliibitive  action  exerted  on  the  gut  by 
the  adrenals.  Extirpation  of  the  adrenals  acted  Hke  division  of  the  sphHichnic 
and  produced  active  intestinal  peristalsis  while  irritation  of  the  adrenals  caused 
the  intestine  to  remain  r|uiescent.  The  adrenals  accordingly  are  looked  upon 
BB  branches  of  the  splanclmie,  and  the  inhibitive  tracts  controlling  the  intes- 
tine considered  to  be  fibers  which  lead  from  the  adrenals  to  the  semilunar 
ganglions.  It  is  true  these  investigations  have  not  as  yet  been  thoroughly 
confirmed. 

In  the  reports  of  experiments  up  to  the  present  time,  therefore,  certain 
points  of  support  are  found  for  ascribing  to  the  adrenals  an  imporiani  func- 
iion  in  the  organism. 

This  conviction  is  strengthened  and  confirmed  by  other  recent  investiga- 
tions, in  which  the  attempt  was  made  to  introduce  the  active  constituents  of 
the  adrenals  in  the  form  of  an  orfjanic  extract  (watery.  glyeerin'W>ntaining, 
etc.)  into  animals  by  injection,  and  to  study  the  action  thus  produced.  I 
shall  only  mention  a  few  of  the  most  important,  and  the  conclusions  which 
have  been  drawn  from  them  regarding  the  function  of  the  adrenals; 

After  a  few  earlier  observers  had  determined  the  toxicity  of  adrenal 
extracts,  noting  the  elteet  of  injections  in  dilTerent  animals  who  showed 
sjTnptoms  of  general  body  and  nervous  weakness,  Oliver  and  Sehiifer  (1894 
and  1895)  were  the  first  to  make  minute  studies  regarding  this  condition. 
They  found  as  the  most  conspicuous  action  of  intravenous  injections  of  the 
extract  (particularly  that  obtained  from  the  medullary  substance)  a  transitory 
but  very  decided  rise  of  blood- prt\^sure.  Further  investigations  (cutting  the 
vagus,  injection  of  atropin,  destruction  of  the  medulla  oblongata  and  of  the 
spinal  cord,  etc.)  provt-d  that  this  rise  in  biood-pre&siire  is  due  to  a  direct 
increase  of  vascular  tonus  and  general  musele-tonc  (particularly  in  the  heart 
and  in  the  vessels).  The  extract,  besides  strengthening  the  cardiac  action, 
also  slows  it.  Adrenal  extracts  which  were  taken  from  cases  of  Addison's 
disease  were  inactive.    The  observers  conclude:  That  the  adrenals  secrete  a 
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esses.  Of  the  numerous  investigations  of  this  chnracter  which  have  recentt 
been  couducted  tlireo  iriUiit  W  partieularly  ineDtiooed:  One  of  these  bodies 
has  bceotiie  known  as  '' sphygmogenin  "  (Frankel)  and  U  a  syrupy  substance 
which  sliows  marked  reducing  property,  is  easily  oxidized,  and  with  a  watery 
iron  chlorid  solution  gives  a  dark  green  reaction.  Another  substance  named 
"  epinephrin  "  has  l)een  obtained  by  Aliel  from  a  watery  extract  of  the  adre- 
nals as  a  benzoyl  combination.  As  a  result  of  eleraentar}^  analysis  Abel  looks 
upon  it  as  an  alkaloid  belonging  to  the  pyrrhol  or  skatol  group,  and  obtains 
from  it  by  treatment  with  dilute  alkali  a  dark  pigment.  Finally,  v.  Fiirth, 
after  prolonged  study,  believes  he  has  found  a  still  purer  body  which  he  calls 
"  suprarenin/'  and  designates  as  a  dioxypyridin  having  a  composition  of 
CsH-NOg  or  CsHgNOj,  This  substance  also  raises  blood-pressure  upon  sub- 
cutaneous injection.  How  far  the  previously  mentioned  bodies  actually  repre- 
sent the  important  secretions  furnishtd  by  the  adrenals  to  the  blood  must 
be  decided  by  further  physiologico-chemical  investigations. 

After  this  brief  description  of  the  residts  which  have  been  obtained  from 
experiments  and  chemical  investigation  in  regard  to  the  physiologic  action  of 
the  adrenals,  we  return  to  the  question:  Can  iha  x link al  pkiure  of  typical 
Addison's  disease  be  explained  from  the  lesion,  that  is,  from  the  destruction 
of  these  organs? 

Up  to  a  certain  point  an  affirmative  answer  may  at  once  be  given.  We 
can  reconcile  many  important  symptoms  of  the  disease  with  a  gradual  decrease 
and  final  cessation  of  fu  net  ion  which,  from  the  experience  we  have  galhereti, 
may  be  ascribed  to  the  adrenals,  and  we  can  find  abundant  analogies  between 
the  condition  of  the  person  attacked  by  Addison's  disease  and  the  experimental 
animal  that  has  been  deprived  of  its  adrenals. 

First  of  all  we  recognize  in  the  steadily  progressive  constitutional  disease 
which  leads  to  death  the  same  consef|uences  of  the  loss  of  vital  organs  whicli 
we  found  in  the  experiments.  Ttiat  the  duration  and  course  here  correspimd 
Imt  little  with  those  in  tlie  animal  experiments  is  not  surprising.  Rarely 
does  experimental  disease  in  the  animal  accurately  simulate  the  human  dis- 
ease, and  still  leas  so  when,  as  in  this  ease,  the  sudilcn  removal  of  the  organs 
from  the  animal  (even  should  the  extirpation  in  part  be  undertaken  at  two 
different  times)  is  contrasted  with  a  chronic  disease  in  the  human  being  with 
very  gradual  loss  of  function.  The  duration  of  the  disease  in  the  human 
subject  is  often  many  years — indeed  disturbances  of  the  adrenals  are  some- 
times of  such  long  standing  that  in  the  last  periods  of  life  a  complete  loss  of 
function  of  the  organ  must  be  assumed.  Nevertheless  we  can  sometimes  tint! 
analogy  for  this  in  the  circumstance  that  for  many  months,  even  for  years, 
it  is  possible  to  keep  the  experimental  animal  alive.  The  naiitre  of  ihe  general 
disease  in  both  cases  is  similar:  In  both,  emaciation  is  present,  but  is  not  the 
predominant  s}7!iptom;  in  both  the  signs  of  true  anemia  are  usually  of  mod* 
erate  degree.  Against  this  the  general  asthenia,  the  p<Tmanent  and  increas- 
ing weakness  of  most  muscle  groups,  becomes  ]>artieularly  prominent  in  the 
clinical  picture,  and  reminds  us  strongly  of  the  prostration  which  appears 
60  constantly  in  the  experimental  animal. 
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This  aslhonia  in  A«MiHon*i?  (li!>c'n.se  may  nUo  ho  allei^tMl  m  valuable  proof 
of  the  thwry  of  many  observors  that  the  fuiietion  of  tfie  adrenals  mainly 
consists  in  the  maintenance  of  the  mu^^cnlar  tonu8. 

The  cardwc  ivraknrss  m  frequently  noted  in  Addisorvs  disease,  which 
numerous  authors  have  also  observed  in  the  animals  operated  upon,  may  in 
some  respects  Iw  retrnrded  as  a  part  of  the  g-eueral  uiusenlar  weakness,  Ohyi- 
ously  this  must  be  hMike<J  upon  as  an  expression  of  tiie  fact  that  a  disturbance 
of  the  adrenals  ha-s  decreasc^l  or  abolished  the  formation  of  a  substance  which 
]nereasc\s  blofHl-pressure  and  streni^thens  the  heart,  and  which  according  to 
the  investigations  we  have  mentioned  must  be  ascribed  to  the  parenchyma 
of  the  orgtin. 

In  regard  to  the  manifold  disturbances  originating  in  the  digestive  canal 
and  its  surroundings,  practical  experience  at  the  bedside  coincides  with  experi- 
mental results  and  thwretic  dnHluctions:  The  majority  <*f  (he  gastric  st/mp- 
ioms^  sucli  as  general  dyspepsia,  particularly  loss  of  appetite,  gastric  oppres- 
sion, eructations,  nausea,  vomiting,  etc.,  may  be  referred  to  the  general 
affection  with  its  adynamia,  anemia,  etc.  The  epigastric,  hypoehondriac,  and 
lumbar  pains  which  arc  never  absent,  and  occasionally  form  the  most  distress- 
ing of  the  subjective  symptoms,  may  be  diiTctly  due  to  pathologie  f>roeesses 
in  the  adrenals  themselves.  Experimental  investigators  have  repeatedly  de- 
monstrated that  the  adrenal,  particularly  its  medullary  substance,  is  very  sensi- 
tive to  pain.  The  fretpiency,  ti>o,  with  whicli  Ihe  adrenal  affection  attacks 
the  surrounding  areas,  in  whicli  are  found  signs  of  old  h>cal  |K^ritonitis  in  the 
form  of  adhesions  and  cfjniiective  tissue  masses,  certainly  points  to  a  similar 
explanation  of  these  pains.  But  though  we  cannot  Ijc  sure  of  the  connecHon 
between  these  pains  and  the  chronic  and  progressive  inflaiumation,  a  terminal 
stage  of  the  Addison  symplom  complex  resembling  peritonitis  has  of  late  been 
frequently  described  (Ebstein),  To  explain  the  inieiitinal  st/mp(oms,  the  same 
factors  may  suffice,  but  we  may  also  call  to  mind  the  above-mentioned  experi- 
ments which  show  a  nervous  connection  1  jet  ween  the  adrenals  and  the  intes- 
tinal ganglia  and  suggest  that  inhildlive  nerve  impulses  are  normally 
transmitted  fnmi  the  adrenals  to  Ihe  intestine,  so  as  to  control  intestinal 
movements.  The  diarrhea  which  apjwars  in  the  terminal  stage  of  the  disease 
is  a  particuhirly  strong  argiiment  for  this  view. 

It  is  less  easy  to  ascribe  to  a  simple  adrenal  defect  some  of  the  many 
nervous  phenonwnn  which  accompany  the  disease.  The  general  nervous  symp- 
toms and  the  milder  forms  of  cerebral  implication  such  as  apathy,  headache, 
insomnia,  vertigo,  attaclcs  of  syncope  and  the  like  may  be  relate*]  to  the  ady- 
namic and  anemic  general  condition.  Xevertlieless,  these  symptoms  are  often 
much  greater  than  can  Im?  accounted  for  by  tfie  general  asthenic  conditions; 
for  example,  the  apathy  often  changes  into  increasing  psychical  depression 
with  disturlmnce  of  the  mental  functions,  showing  itself  partly  by  somnolence, 
partly  bv  irritability.  To  this  may  be  added  the  neuralgic  conditions  often 
observed  in  the  earliest  stages,  es|)ecially  affect ing  the  extremities  and  the 
joints,  and  finally,  the  usually  spasmcidic,  often  epileptiform  attacks,  accom- 
panied by  extreme  irritability  and  delirium  which  lead  up  to  the  final  coma 
of  the  later  course.    If  this  picture  is  considered,  it  corresponds  neither  to  a 
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general  nutritive  distiirWnce  nw  to  a  simple  chronic  intoxication;  on  the 
eontniry,  in  nuiiiy  pjirtirulari^  it  points  to  a  direct  impliciiliou  of  various  areas 
of  the  nervous  svs^teni. 

Most  diiliciiU  of  {ill  (o  inulcrstaiid  is  the  principal  ehnical  symptom^  t!ic 
bronzing  of  the  shin.  It  must  ilrst  he  pointed  out  that  in  many  invest i^ationjs 
of  extirpation  of  tlie  adrenals  in  animals,  even  in  those  animals  which  were 
kept  ahve  a  loug  time,  this  symptom  could  never  be  prmhiecd.  But  too  much 
stress  u  not  to  be  laid  upon  this  point,  for  there  is  justitication  for  the  riew, 
shared  by  many  obseners,  that  the  comparatively  early  death  of  the  animals 
expcrimcntetl  uprm  may  have  checked  the  deposition  of  piguK^nt.  Further, 
we  do  not  know  whetlier  abnoruial  pigmentation  of  tlie  skin  occurs  in  animals 
as  readily  as  in  man. 

But  neither  do  our  investigations  furnish  anything  which  can  be  looked 
upon  as  proof  that  by  destruetiim  of  the  adrenals  plj^^mentation  of  the  skin 
is  directly  caused  or  even  favon^h  \Vc  may  concede  most  reailily  the  possible 
truth  of  the  theory  (lYhich  is  freqyently  expressed)  that  under  normal  c<mdi- 
tions  there  is  a  substance  circulating  in  tlie  body  which  furnishes  material 
favoring  pigmentation,  hut  which  is  rendered  inoperative  by  the  internal 
secretion  of  tbe  adrenals.  That  tije  chemical  investigation  of  the  pareneliyma 
of  the  adrenals  has  furnished  no  positive  points  of  support  for  this  has  already 
been  mentioned.  Such  a  connection,  too,  is  nntenable  without  a  demonstralile 
pathologic  change  in  certain  fluids  of  the  tissues  and  in  the  hlood;  for  such 
demonstration,  however,  there  is  no  further  experimental  evidence,  for  exam- 
ple, in  the  hi  nod  and  in  the  urine. 

Of  the  blood  it  has  already  been  stated  that  an  estimation  of  the  blood- 
corpuscles  and  the  amount  of  hemoglobin  shows  for  the  most  part  but  slight 
change,  and  ufHin  exact  counting  of  the  leukocyte  varieties  no  important 
deviation  from  the  normal  has  Ixen  found.  In  these  investigations  signs  of 
abnormal  amount  of  pigment  of  the  white  blood-corpuscles  or  of  the  serum, 
analogous  to  melanemia,  have  never  been  obser%'eil,  nor  does  the  tinding  of 
cells  containing  blood-corpuseles  and  pigment  granules  in  the  marrow  of  the 
tubular  liones,  menlinned  in  one  case,  permit  positive  conclusions.  Nor  is 
much  added  to  our  knowledge  by  certain  reports,  according  to  which  there  is 
a  qualitative  change  in  the  blond  with  increase  of  reduced  hemoglobin  and 
appearance  of  methemoglobin  (TscliirkolT), 

Even  slighter  deviations  from  tbe  nonnal  w^re  shown  by  the  nrine  in 
most  cases.  Apart  from  polyuria,  which  is  not  infre<]ueutly  noted,  in  some 
patients  an  increase  in  indican,  and  in  one  a  decided  increase  of  urobilin,  ha^ 
been  found.  In  one  case  an  abnormal  coloring  material  ( urohematoporpliv- 
rin)  was  determined  spectroscopically  (McMunn).  Furthermore,  there  are 
reports  regarding  dt^erease  of  urea  and  creatiuin.  Oppnseil  to  this,  hnwevcr, 
are  a  large  number  of  reports  of  cases  in  which  a  normal  condition  of  the 
principal  urinary  constituents,  particularly  of  indican,  of  urea  or  nitrogen, 
has  been  determine<l.  A  new  am  in  base  (Ewald)  obtained  from  the  urine 
in  a  single  instance  has  not  been  satisfactorily  explained. 

Nevertheless  while  there  is  no  evidence  which  points  with  certainty  to  a 
direct  importation  of  the  pigment  from  the  adrenals  to  the  skin,  the  possibility 
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of  a  proet'^s  of  this  kind  cannot  as  yet  be  excliidi^d.  For  the  formation  of 
pigment  in  the  organism  h  a  LMimplicated  prfx^ess,  and  no  less  m  its  deposi- 
tion in  the  tissues,  particidarlv  in  the  skin.  Regarding  the  latter  process 
we  are  quite  well  informed  by  recent  investigations,  whieli  shall  briefly  be 
referred  to  tiere. 

Acrording  to  these,  the  jmUtofogyr  ifcposlfion  of  piffmrnl  in  Addison's 
disease  occurs  in  the  sajue  manner  as  phiisiohgir  disadoralion  of  the  skin 
(in  dark,  races,  in  pregnancy,  ete.)  which  is  apparently  distributed  in  an 
analogous  manner  also  in  all  spicics  of  nnimals.  The  nmin  seat  of  the  pig- 
ment particles,  all  observers  who  have  undertaken  microscopie  investigations 
of  the  bronzed  skin  find  to  lie  the  cells  of  the  !owf\Kt  laijrrs  of  the  rrte  Maf- 
ptghii.  The  previous  view  that  the  pigment  development  here  is  autochtho- 
nous {l>y  metaljolic  activity  *^f  the  cells)  has  been  almost  wholly  abandoned. 
On  the  contrarA\  quite  a  nundH-r  of  rin-ent  investigators  (  Henaut,  Xothnagel, 
Eiehh  V.  Kahlden  and  ottiers)  have  ]jrove<l  conclusively  tluit  the  pigment  from 
the  live  per  hujers  of  the  corium  is  lirought  to  the  rete  cells  by  motile  cells, 
and  that  the  pigment  most  prohably  origiilates  in  the  htood.  Tiie  findings 
resi'udile  one  another  rm^y  much  in  individual  cases;  almost  always,  lx?ncath 
the  pigment  layer  of  the  rete,  wamlei  ing  cells  are  to  he  seen  carrying  pigment 
through  the  coriuni;  in  the  dwper  cutis  layers  these  cells  often  aecumulate 
in  large  groups  aroimd  the  vessels,  partly  also  in  their  adventitia.  A  disease 
of  the  walls  of  the  vessels  has  In^en  descrihL*<l  in  several  cases,  in  which  swelling, 
cellular  inliltratiou  and  snudl  hemorrhnges  wxm*  conspicuous  (Kiehl),  but 
this  has  not  IxK'n  disccnied  by  other  oliservers,  and  does  not  appear  to  play 
a  role  in  the  process.  The  mucous  iuend>raue  of  the  mouth  shows  conditions 
analogous  to  those  of  the  cutis. 

It  is  obvious  that  this  process  of  pigment-deposit  in  the  skin  favors  the 
assumption  of  an  abnormal  coloring  material  admixed  with  the  hlood  as  the 
result  of  atlrenal  disease,  a  chromogen.  f<*r  tiie  existence  of  which,  however 
(as  I  have  previously  said  with  emphasis),  our  knowledge  up  to  this  time 
gives  no  points  of  support,  Tt  must  also  be  remembered  that  if  there  were  such 
an  over- flood  ing  of  the  vascular  system  with  pigment  it  would  he  very  ditlicult 
to  explain  why  no  deposits  of  pigment  are  found  in  /in if  arms  of  the  intt-rnal 
organs.  At  any  rate,  it  is  obvions  tliat  besides  the  hypothesis  of  the  trans- 
portation of  pigment  from  the  blood  to  the  superficial  Inyers  of  the  skin  we 
should  also  c*ousider  Ibe  possihility  that  the  disease  may  lie  rlue  to  an  impJira- 
Hon  of  the  nervotL^  sfistem,  upon  whose  rmomotor  and  trophie  trartu  the  walls 
of  the  vessels  and  the  cells  of  the  cutis  are  dependent  to  a  high  (lej^n^c. 
Evidently  the  unusual  formation  of  pigment  substance  from  the  liemoglohin 
(normal  or  modified),  and  the  im-reased  activity  of  the  cells  transporting 
the  pigment,  can  scarcely  occur  without  the  nerve  elements  being  suhjected 
to  an  abnormal  irritation.  Also  many  irregularities  of  the  pigmentation  of 
the  skin  occurring  in  Addison's  disease,  particvdarly  the  not  infre<pient  oecur- 
n^nce  of  leukoderma  phunies,  as  well  as  llie  coiubination  with  other  trophic 
cutaneous  disturbances  (sclermlcnm),  point  to  varying  local  processes  of  in- 
nervation. Finally,  it  is  not  without  significance  to  rememl>er  that  in  many 
species  of  animals  characterized  by  conspicuous  staining  of  the  skin  (chame- 
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leons^  frogs,  etc.)  the  dependence  of  "  ehromoblastjj "  upon  the  nervous  sym^ 
(Ravmood)  lias  been  proven. 

Thiis  the  most  conspicuous  sjmptom  of  Addison's  disease  points  with  naore 
emphasis  than  any  of  the  other?  to  an  implication  of  the  nervous  system. 
Therefore  we  are  forced  to  the  conclusion  that  even  in  the  most  t}^ical  cases 
a  conception  of  tlie  clinical  picture  as  due  to  a  cessation  of  suprarenal  func- 
tion is  beset  with  ditliculties. 

The  perplexities  of  explanation  increase  materially  when  we  leave  the  realm 
of  purely  typical  cases  of  Addison's  disease,  and  consider  the  df^vUitwns  which 
the  clinical  symptoms  and  pa1hologici>anatomical  findinizs  present  under  some 
circumstances.  Unfortunately,  these  variations  from  the  normal  type  of  the 
disease  are  not  very  rare.  I  mean  by  this,  not  the  many  quantitative  difTer- 
ences  in  individual  symptoms  whereby  it  often  occurs  that  one  symptom,  for 
example,  gastro- intestinal  phenomena,  becomes  more  marked  than  all  others, 
or  that  the  bronzing  of  the  skin  is  very  intense  in  the  early  stages  of  the 
disease,  while  at  other  times,  toward  the  termination  of  the  alTection,  it  is 
only  very  moderate,  that  at  the  autopsy  the  adrenals,  contrary  to  rule,  are 
found  with  lesions  of  fresh  degeneration,  and  in  part  present  well  retained 
parenchyma  and  the  like.  All  these  vuriations  depend  upon  the  duration, 
course  and  complications  of  the  disease,  and  partly  upon  auxiliary  conditions 
which  camiot  be  controlled.  Much  more  important  are  the  instances  of  a 
lack  of  coincidence  betwc^cn  the  main  clinical  symptom,  the  pigmentation  of 
the  skin,  and  the  important  factor  of  the  pathologico-anatoinical  picture— 
the  degeneration  of  the  adn*nals.  Such  exceptions  were  noted  soon  after  the 
publication  of  Addison's  fnndamenia!  description,  and  have  multiplied  in 
the  course  of  years,  so  that  many  modern  authors  deny  wholly  the  parallelism 
between  the  pigmentation  of  the  skin  and  adremi!  disease. 

Two  groups  of  cases  are  here  to  be  distinguished,  and  by  most  observers 
have  bc^n  noted  separately:  Tbe  cases  in  which  in  well  derelopid  Addwon's 
dv^ea.^e  ivlth  brottzing  no  affedion  of  ihr  adrenals  has  been  shown,  and  u{)on 
the  other  hand,  advanced  chauffrs  in  the  adrenals  wilhout  discoloration  of  the 
skin  and  even  in  some  cases  without  any  severe  symptoms.  The  frequency 
of  such  exceptions  naturally  cannot  be  seen  in  a  small  group  of  cases,  and 
full  compilations  have  up  to  the  present  time  been  very  rarrly  made  (Aver- 
beek,  Greenhow,  Ci.  Lewin).  Among  tlu*  earlier  reports  of  this  kind  Green- 
how's  statistics  are  to  be  referred  to,  in  which  among  172  cases  of  undoubted 
Addison's  disease,  disease  of  the  adrenals  was  absent  in  10.  The  most  com- 
plete compilation  at  present  is  that  of  Lewin,  which  includes  561  autopsies; 
according  to  tbis,  typical  Addisoii"'s  disease  with  changes  in  the  adrenals  is 
noted  in  88  per  cent.,  without  lesion  in  1'^  per  cent.;  on  the  other  hand  there 
wai5  adrenal  disease  with  bronzing  of  the  skin  in  72  per  cent.,  without  such  in 
28  per  cent,  of  the  cases.  Now  it  must  i>e  stated,  once  for  all,  that  most 
statistics  of  this  kind  which  refer  to  early  cases  are  unreliable  on  account 
of  the  lack  of  dcfiniteness  in  the  descriptions  of  the  pathologico-anatomieal 
conditions  of  the  adrenals.  In  some  cases  disease  of  the  adrenals  has  doubt-  ■ 
less  been  overlooked,  in  others  erroneously  assumed.    Nevertheless  the  number      I 
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of  these  deviiitioiis  from  the  supposed  patholog}^  of  Addison's  diseuse  ia  too 
great  for  us  to  iguorL'. 

For  us  the  exceptional  cases  in  which  the  clinical  picture  of  Addison's 
disease  does  not  correspond  with  the  adrenal  affection  are  of  the  greatest 
importance.  They  are  tlie  ones  wliich  even  in  early  years  caused  doubts  to 
arise  regarding  tlie  direct  dependence  of  tlie  clinical  picture  upon  disease  of 
the  adrenals,  and  soon  caused  investigators  to  search  for  another  explanation 
of  many  of  the  pathologico-anatomical  findings.  That  the  first  point  of 
attack  was  usually  *m  investigation  into  the  nervous  sifstcm  is  not  surprising 
when  we  consider  the  location  and  intimate  connection  of  certain  parts  of  the 
nervous  system,  particularly  tb*'  alidoininal  sympathetic  plexus,  with  the  adre- 
nals. At  autopsies,  special  attention  has  ap]>arently  heen  directed  to  these 
parts  by  the  frequent  extension  of  the  distiasc^  of  the  adreuals  to  the  surround- 
ing areas,  often  in  the  form  of  circiunscrilied  intlaruuiation  and  connective 
tissue  development,  more  ran^iy  in  the  form  of  tuuior  format i on »  particularly 
in  important  nerve  areas.  Thus  in  the  last  decades  a  great  number  of  ana- 
tomical investigations,  partly  supL-rfieial.  partly  very-  thorough,  have  been 
made  of  the  nervous  ap]>aratus  sufrou riding  the  adrenals,  and  a  great  number 
of  results  have  been  obtained,  the  most  important  of  which  will  now  be 
briefly  sketched. 
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Tilt*  parts  of  the  nervous  system  most  frequently  investigatal,  and  most 
frequently  found  diseased,  are  the  semilunar  ganglia  of  the  solar  plexus. 
These  are  naturally  imj^licated  hy  a  circumscribed  peritonitis  or  insidious 
connective  tissue  intiammation  devek»ping  from  tbe  adrenals;  and  thus  we 
fiud  a  decided  percentage  of  cases  in  which  these  ganglia  are  reported  as 
adherent  to  their  surroundings,  enckst'd  l>y  connective  tissue  proliferation,  or 
crrdx.'^JdLNLl  in  cicatricial  tissue.  It  may  also  be  as.sumed  that  these  conditions 
are  even  more  frequent  tban  the  rtx-ords  show  since  in  the  protocols  of  the 
earlier  observers,  adhesions  and  peritoneal  remains  have  often  been  reported 
as  present  in  the  surroundings  of  the  adrenals  without  the  sympathetic  plexus 
being  mentioned. 

In  otiier  cases  it  is  stated  that  in  spite  of  the  connective  tissue  embedding, 
normal  nene  elements  have  Ixx^n  demonstrattxl  in  the  plexus;  yet  it  remains 
questionabbj  whether  these  findings  included  all  areas  of  the  nervous  organs, 
and  alsi7  whether  nerve  elements  pressed  upon  by  tissue  of  this  kind  may  be 
looki^d  upon  as  functional ly  normal.  Such  conuective  tissue  proliferation  is 
closely  analogous  to  a  compression  of  the  sympatlietic  plexus  by  tumors  (tuber- 
culous, carcinomatous,  or  leukemic)  or  hy  aneurism  of  the  aorta. 

With  or  without  such  disease  of  the  surrounding  tissue,  the  semilunar 
ganglia  have  shown  many  macroscopic  and  microscopic  changes.  The  macro- 
scopic alterations  have  been  noted  either  as  enlargement,  thickcniog  and 
swelling  (and  at  this  not  always  of  the  ganglia  themselves*  hut  frequently 
also  of  the  nerve  bundles  extending  from  them  to  the  adrenals)  with  hyper- 
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and  especially  in  the  dorsal  cord.  The  changes  consist  partly  of  hyperemia 
and  round  cell  accumulation,  partly  of  sclerosis  with  thickening  of  the  neu- 
roglia and  of  the  walls  of  the  vessels,  also  atrophy  of  the  ganglion  cells  and 
neuritic  processes  in  the  spinal  roots  (particularly  the  posterior  ones). 

It  must  also  be  mentioned  that  by  some  authors  special  stress  is  laid  upon 
disease  of  the  small  pericapsular  adrenal  ganglia  which  are  frequently  impli- 
cated by  the  local  process. 

Many  of  these  reports  have  been  met  by  the  criticism  that  the  importance 
of  the  pathologico-anatomical  changes  has  been  exaggerated,  and  that  many 
of  them  do  not  go  beyond  what  we  have  learned  to  recognize  by  more  recent 
investigations  as  the  consequence  of  general  nutritive  disturbances  produced 
by  many  forms  of  anemia,  cachexia  and  the  like  in  the  elements  of  the  nervous 
system.  This  criticism  can  only  refer  to  the  mild  degrees  of  such  changes, 
as  the  atrophy  of  the  ganglion  cells  and  nerve  fibers,  the  pigmentation  of 
tissue  elements,  etc.;  and  I  do  not  intimate  that  the  importance  of  changes 
such  as  these  is  to  be  denied.  It  is,  however,  different  with  the  severer  findings 
reviewed  above,  in  which,  as  a  rule,  advanced  degenerative  conditions  of  the 
cellular  elements  are  combined  with  conspicuous  inflammatory  processes  of 
the  interstitial  tissue.  Such  changes  must  be  counted  among  the  characteristic 
findings  of  the  disease  in  question,  and  must  be  considered  in  judging  of  its 
pathogenesis. 

It  is  true  that  our  limited  knowledge  makes  it  difficult  to  estimate  the 
relative  frequency  of  such  pathologic  nerve  findings.  Judging  from  the  mate- 
rial at  hand,  we  cannot  look  upon  them  as  constant.  For  quite  a  number  of 
reports  are  diametrically  opposed  to  those  just  mentionefl,  and  show  that, 
in  the  investigation  of  certain  areas  of  the  nervous  system,  no  abnormality 
had  been  found.  It  is  true  a  large  number  of  these  communications  are  far 
removed  from  being  susceptible  of  general  proof.  First,  there  are  some  of 
them,  particularly  dating  from  earlier  periods,  in  which  the  anatomical  inves- 
tigation regarding  the  more  minute  relation  of  the  nerve  elements  was  insuffi- 
cient. It  need  only  l>c  mentioned  here  that  in  many  of  the  earlier  cases  it 
was  decided  macroscopi rally  whether,  for  example,  the  semilunar  <ranglia 
were  of  normal  size,  color,  consistence  and  the  like.  Then  the  majority  of 
these  investigations  refer  only  to  small  areas  of  the  nervous  system;  few 
among  them  follow  completely  the  important  central  parts  of  the  sympathetic 
system,  and  investigate  whether  the  nei<rhhoring  areas  of  the  central  nervous 
system  are  also  implicat(?d.  In  the  overwhelming  majority  of  cases  only  the 
semilunar  ganglion  and  solar  y)lexus  have  been  examined ;  much  more  rarely 
the  splanchnics  and  the  l)oundary  column  l)etween  the  dorsal  ganglion  and  the 
cervical  ganglion  of  the  sympathetic  have  been  examined.  The  intervertebral 
ganglia,  upon  which  lately  special  stress  has  been  laid,  as  well  as  upon  the 
spinal  roots  and  the  spinal  cord,  have  been  hut  very  rarely  investigated  except 
in  the  few  cases  mentioned  above.  It  may  be  added  that  these  negative 
reports  (as  well  as  the  positive  nerve  findings)  occurred  usually  in  cases  in 
which  the  adrenals  showed  no  eons])icuous  change. 

Here,  therefore,  are  flaws  and  doubts  which  can  be  removed  only  by  con- 
tinued and  thorough  histologic  investigations  of  a  large  number  of  additional 
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emia  and  abnormal  succulence;  also  decrease  in  size,  atrophy  and  induratiort 
In  some  cases  the  ganglia  have  been  implicated  in  a  procei?s  of  caseation 
(tuinor  formation  is  also  mentioned).  Histologic  investigations  have  shown 
the  signs  of  /rt^s/r  or  older  inffammaiion  and  degvneratum  with  their  conse- 
quences,  particularly  inter^stitial  connective  tissue  proliferation,  cellular  inlil- 
tration  and  thiekening  of  the  capsules  of  the  giinglion  cells  and  nerve  slicalhs^ 
moreover,  almorrnal  pigmentation  of  many  tissue  ck'nicnts,  fatty  degeneration 
and  pigment  atrophy  of  the  ganglion  cells  (occasionally  reaching  a  very  high 
grade).  Finally  there  are  obc-iervations  of  various  forms  of  neuritis,  atrophy 
and  degeneration  of  the  nerve  fibers  traversing  the  ganglia  an^l  proct^nling 
from  them.  Conspicuous  vascular  changes  (thickening  and  h valine  degenera- 
tion of  the  walls  of  the  vessels,  accimiiitation  of  cells  and  hemorrhages  in  the 
advent itia)  have  also  been  noted,  particularly  in  the  areas  near  the  adrenals 
(v.  Kahlden). 

The  same  changes  (thickening,  contraction,  degeneration  of  ganglion  cells 
and  nerve  fibers)  have  also  Inien  frequently  found  in  other  parts  of  tlie 
solar  phxus. 

Various  observers  note  far-reaching  degeneration  of  the  splanchnic  nerve, 
partly  in  the  form  of  fresh  or  older  neuritis,  partly  as  gray  degeneration  of 
the  medullary  hbcrs,  the  latter  sometimes  as  consequences  of  compression; 
for  example,  by  an  aneurism  of  the  aorta  (Jlirgens). 

Similar  neuritic  disease  has  been  found  in  the  sympathetic  system,  some- 
wliat  removed  from  the  adrenals,  ]>articularly  in  the  honndtirff  column  of  the 
mpnpathf'lie  and  in  its  cervical  ijmujJia.  The  former  has  often  been  found 
conspicuously  thickened  and  indurated,  the  latter  decidedly  swollen,  and  show- 
ing indamniatory  changes.  Fleiner  was  able  to  follow  similar  prDce^^ses  of 
the  disease  througli  a  farge  part  of  the  sympathetic  nervous  system,  and  also 
in  two  cases  in  Ibe  central  nervous  system.  These  findings  are  the  more 
convincing  as  in  both  cases  they  were  quite  similar,  vrhile  the  nature  of  the 
disease  dilTcred  decidedly  (one  was  dependent  upon  tuberculosis  of  both  adre* 
nals,  and  the  other  upon  sarcomatosis  of  an  adrenal  and  its  surroundings). 
In  both  instances  a  ebronie  process  of  iiif!ammatkm  could  be  demonstrated 
which  extended  from  the  diseased  adrenals  through  the  semilunar  ganglion 
to  the  boundary  column  of  the  sympathetic  with  iti  thoracic  and  cervical 
ganglia  into  the  pneumogastric,  and  was  particularly  well  developed  in  the 
iniervertehra}  gantflia  of  the  posterior  tboracic  and  upper  luTidmr  portions  of 
the  verteliral  crdunm.  In  all  of  these  areas  there  wns  fouml  diffuse  connective 
tissue  proliferation,  or  focal  accumulation  of  round  cells  in  the  neighborhood 
of  vessels;  besides  this  markedly  intense  pigment  atrophy  of  the  ganglion 
cells,  and  extensive  degeneration  of  mrdullary  fibers  in  the  symi>atliet ic.  the 
splanebnies  aufl  also  in  the  vagus.  In  the  sjunal  ganglia  the  nerve  fibers 
showed  advanced  degeneration,  most  markedly  in  the  nerve  branches  leading 
to  the  sympathetic,  less  so  in  those  leading  to  the  posterior  roots  of  the  spinal 
cord.  Finally,  the  same  degenerative  processes  were  found  in  a  number  of 
peripheral  nerrf.'i^  ebietly  in  the  sensory  eutaneous  hranebes. 

In  the  spinal  cord  the  same  observer  found  no  important  changes,  but  such 
have  repeatedly  been  described  by  others  (Burresi,  Babes  and  Kalindero^  etc.). 
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and  especially  in  the  dorsal  cord»  Tlie  chauges  consist  partly  of  hyperemia 
and  rouJid  cell  aeeiutiuktion.  partly  of  eclerosis  with  thickening  of  the  neu- 
roglia and  of  the  walls  of  the  vessels,  also  atrophy  of  the  ganglion  cells  and 
neuritic  processes  in  the  spiufjl  roots  (particularly  tlie  posterior  ones). 

It  must  also  be  mentioned  that  hy  some  authors  special  stress  is  laid  upon 
disease  of  the  small  perieapsular  adrenal  ganglia  which  are  frequently  impli- 
cated by  the  local  process. 

ilany  of  these  ref)orts  have  been  met  by  the  criticism  that  the  im|X)rtanee 
of  the  pafhologico-anatomical  changes  has  be<m  exaggerated,  and  that  many 
of  them  do  not  go  l)eyond  what  we  have  learned  to  recognize  by  more  recent 
investigations  as  the  consequence  of  general  nutritive  disturbances  produced 
by  many  forms  of  anemia,  cachexia  and  the  like  in  the  elements  of  the  nervous 
system.  This  criticism  can  only  refer  to  the  mild  degrees  of  such  changes, 
as  the  atrophy  of  the  ganglion  cells  and  nerve  fibers,  the  pigmentation  of 
tissue  elements,  etc.;  and  1  do  not  intimate  that  the  importance  of  changes 
such  as  these  is  to  be  denied.  It  is^  however,  different  with  the  severer  findings 
reviewed  above,  in  which,  as  a  rule,  advanced  degenerative  conditions  of  the 
cellular  elements  are  combined  with  conspicuous  intlammatory  processes  of 
the  interstitial  tissue.  8ucb  changes  must  lie  counted  auumg  the  ebaracteristic 
findings  of  the  disease  in  question,  and  must  be  coosidere<l  in  judging  of  its 
pathogenesis. 

It  is  true  that  our  limited  knowledge  makes  it  dithcult  to  estimate  the 
rviative  fraptvnrtj  of  such  patliologic  nerve  iindings.  Judging  frooi  the  mate- 
rial at  hand,  we  cannot  look  u[wn  them  as  constant,  For  quite  a  number  of 
reports  are  diametrically  opposcni  to  those  just  mentioned,  and  show  that, 
in  the  investigation  of  certain  areas  of  the  nervous  system,  no  aljnormality 
had  l>oen  found.  It  is  true  a  large  number  of  these  communications  are  far 
n'uroved  from  being  susceptible  of  general  proof.  First,  there  are  some  of 
them,  particularly  dating  from  earlier  periods,  in  which  the  anatomical  inves- 
tigation regarding  the  more  minute  relation  of  the  nerve  elements  was  insuffi- 
cient. It  need  only  lie  meuticmrd  here  that  in  many  of  the  earlier  eases  it 
was  dwide*!  macroscopically  whether,  for  example,  the  semilunar  ganglia 
were  of  normal  size,  color,  consistence  and  the  like.  Then  the  majority  of 
these  investigations  refer  only  to  small  areas  of  the  nervous  system;  few 
among  theui  follow  completely  the  imtmrtant  central  parts  of  the  sympathetic 
system,  aufl  investiirate  whether  the  neigldMiring  areas  of  the  cimtral  nervous 
system  are  also  implicated.  In  the  overwhelming  majority  of  cases  only  the 
semilunar  ganglion  and  solar  plexus  have  lxH:'n  examim^l ;  much  more  rarely 
the  splanchnies  anrl  the  boundary  column  between  the  dorsal  ganglion  and  the 
cervical  ganglion  of  the  sympathetic  have  l>een  examined.  The  interverlebra! 
ganglia,  upon  which  lately  special  stress  has  been  laid,  as  well  as  ufvon  the 
spinal  roots  and  the  spinal  cord,  have  been  hut  very  rarely  investigated  except 
in  the  few  cases  mentioned  above.  Tt  may  be  added  that  these  negative 
rt^ports  (as  well  as  the  positive  nerve  findings)  occurred  asually  in  cases  in 
which  the  adrenals  showt  d  no  c*onspicuous  change. 

Here,  therefore,  are  tiaws  and  doubts  which  can  be  removed  only  by  con- 
tinued and  thorough  histologic  investigations  of  a  large  number  of  additional 
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cases.  NeYertheless,  in  Judging  these  cases  impartially,  tlie  impression  is 
received  from  the  reportB  which  have  been  published  regarding  the  conditioa 
of  the  nervous  sifdem^  ei^pceially  of  the  sympaihetic^  in  Addison's  disease, 
that  there  is  decidedly  naore  in  favor  than  again,**!  the  presence  of  important 
disease  of  these  tissues.  This  opinion  coincides  with  the  results  of  a  later 
English  compilation  (Thompson);  here  among  ?7  records  which  included 
minute  histologic  investigations  of  sympathetic  nerve  areas^  important  changes 
were  noted  in  60, 

The  question  must  now  be  propounded  whether,  by  the  aid  of  these  anom- 
alies  of  the  nervous  sijstem,  determined  in  a  large  series  of  cases,  we  can  better 
explain  the  attfpiml  cam's,  in  which,  with  true  Addison's  disease  (clinically), 
no  demonstrable  adrenal  aifection  is  found  to  corre^ipond.  This  question  must 
without  doul>t  be  answered  in  the  affirmative.  As  regards  the  bronzing  of 
the  skin  it  lias  already  tieen  indicated  that  for  its  development  we  must  assume 
an  implication  of  the  nervous  system,  especially  vasomotor  and  trophic  func- 
tions, even  in  the  cases  with  t}q)ical  pathologico-anatoniical  findings.  A 
disease  of  the  essential  parts  of  the  alidoniiniil  sympathetic  and  neighboring 
nerve  areas,  and  particularly  changes  in  these  processes  with  increastii  forma- 
tion aud  transportation  of  pigment  into  the  region  of  the  cutis  layers,  may 
be  very  readily  conceived.  In  this  connection  w^e  may  point  especially  to  the 
spinal  ganglion,  whose  influence  in  producing  tropliic  changes  of  the  skin, 
according  to  clinical  and  experimental  investigations,  has  at  various  times 
been  especially  noted. 

If  then  no  additional  knowledge  concerning  the  conneetion  of  the  adrenals 
with  pigment  formation  in  the  body  is  obtaincnl  by  further  investigations,  the 
pi(jmen{tifion  of  the  skin  in  typical  Addison's  disease  (as  well  as  in  cases  with- 
out demonstrable  adrenal  afFection)  will  therefore  probably  be  fonnd  related 
to  changes  in  the  nerve  areas  in  question.  What  then  is  the  relation  of  tlxe 
other  symptoms  of  the  disease  to  the  lesions  of  the  nervous  system?  May  they 
also  under  these  circumstances  be  referred  to  nervous  disturl>ance?  ITp  to  a 
certain  point  snch  an  e.xplanation  does  not  appear  unlikely:  the  characteris- 
tic lumtjar  and  epigastric  pains  of  Addison's  disease  are  almost  the  same  as 
those  which  have  long  been  referred  to  irritation  of  the  abdominal  sympathetic 
ganglion.  Furthermore  the  iniestimd  symptoms  may  l>e  explained  by  irrita- 
tion or  paralyses  of  the  abdominal  nervous  system,  particularly  of  the  splanch- 
nic nerve,  and  the  cacliexia  and  other  general  symptoms  may  be  in  part 
rcftTred  to  nnlritive  disturbance  due  to  changed  gastric  and  intestinal  func- 
tions. Naturally  the  picture  of  this  general  disturbance  (even  without  con- 
sidering the  pigmentation)  reinains  a  [jecnliar  one,  snch  as  we  are  not  aceus- 
tomeil  to  see  in  most  cachexias.  And  if  we  look  upon  the  symptoms  of  the 
disease  as  a  result  of  disturbed  suprarenal  function  (particularly  the  charac- 
teristic mnscular  weakness),  tliere  wonld  be  no  Imrrier  for  the  assumption  in 
these  ca.ses  of  a  funrtiomif  disi urban n'  <ff  fh*'  adrmals  as  a  consequence  of 
disease  of  the  nervous  areas  whi(  h  influence  ghmdnlar  activity. 

That  suuh  a  disease  of  t!ie  nervous  systeiTj,  without  (or  only  with  a  sec- 
ondary)  implication  of  tlie  adrenals^  is  capable  under  certain  circumstances 
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of  producing  the  picture  of  the  disease,  is  evideDt  from  the  rare  cases  whieh 
have  been  cited  in  which  compression  of  the  solar  plexus,  of  the  splanchnic 
nerves,  etc,,  hy  tumors  {aneurisms  and  the  like)  has  bc*en  the  basis  of  Addi- 
son'^s  disease.  But  how  often  a  similar  affection  of  the  nervous  system  is  also 
present  (perhaps  late,  perhaps  from  the  outset)  in  the  cases  running  Hieir 
course  with  adrenal  affection,  cannot  be  dofidcd  at  this  time  on  account  of  our 
insufficient  knowledge  regarding  the  nervous  findings.  The  usnal  course  of 
the  common  aifcetion  will  probably  be  this,  that  the  affection,  mostly  inflam- 
matory, stariinfj  from  the  adrenal  a  Hacks  the  surroundings;  that  is,  first,  the 
semilunar  ganglion,  later,  the  other  parts  of  the  synipathetic,  eventually,  the 
cerebrospinal  nervous  system.  The  fre<iuency  of  this  course  of  the  disease 
is  suggested  also  by  the  fact  that  those  adrenal  lesions  in  which  there  is  an 
insidious  inflammation  or  some  similar  process  which  attacks  the  adjacent 
areas  are  especially  apt  to  cause  Addison*s  disease.  To  this  category  belong 
especially  the  tuberculous  alTections  of  the  adrenals,  most  of  which  probably 
depend  upon  atrophies  due  to  older  inflammatory  processes;  also  certain 
tumors  which  cause  mctaslascs.  With  the  majority  of  single  tumors  of  the 
adrenal  glands,  therefore,  there  is  no  Addison's  disease,  and  in  the  rare  cases 
of  adrenal  tuberculosis  wilhout  Addison's  symptoms^  disease  in  the  surround- 
ings  of  the  organs  has,  as  a  rule,  hcen  a!»sent. 

Whether,  however,  the  form  of  disease  with  the  characteristics  of  Addi- 
son's disease,  which,  starting  from  the  adrenal  attacks  the  surrounding  areas, 
does  not  also  perhaps  cause  certain  elianges  within  the  atTcctcHl  nerve  areas 
so  that  they  may  develop  independently,  we  cannot  say  on  acronnt  of  our  lack 
of  paihologico-anatomical  knowledge.  It  must  be  assumed  that  under  some 
circumstances  an  analogous  hut  indrpendrnt  disease  of  the  twrvous  si/slem  may 
take  the  plnce  of  adrenal  disease  and  produce  the  same  clinical  picture  entirely 
without  implication  of  the  adrcuals  or  with  only  a  late  involvement  of  the 
glands. 

Physiologic  experiments  have  failed  to  determine  the  matter  in  question. 
It  is  true  that  repeated  experiments  by  exiirpatlon  (also  eauterizafiou)  of  the 
semUunar  ganglia  have  been  attempted  without,  however,  furnishing  definite 
conclusions:  Previous  exjteriments  of  this  kind  (t'oa)  have  been  entirely  wilh- 
out result;  and  in  a  more  recent  series  of  investigations  (Lcwtn  and  Boer) 
in  animals  which  lived  thirty  days  or  longer  after  the  operation,  only  paresis 
of  the  intestines,  usually  with  diarrhea,  hut  with  no  pigmentation  or  other 
characteristic  clranges,  was  noted. 

The  researches  next  to  be  mentioned  relate  chiefly  to  cases  of  Addison's 
disease  (with  autopsy)  in  which  the  adrenals  were  not  implicated,  but,  on 
the  other  liand,  certain  nen^e  areas  were  attacked.  A  few  other  cases  remain 
in  which  the  autopsy  shows  no  imporlnnt  changes  in  the  adrenals  and  ntrne 
in  the  nervous  sgslem.  The  uund>er  of  such  cases  is  small,  and  from  this 
group  niany  must  he  excluded  in  wliich  the  diagnosis  is  questionfilile.  Of 
those  remaining  it  is  not  (piite  certain  from  t!ie  reports  that  all  of  the  nerve 
areas  were  considered  in  the  investigation  and  that  it  was  suflicient  to  exclude 
any  disease.  Whether,  and  how  often,  cases  of  this  kind  exist,  minute  histo- 
logic examination  of  similar  doubtful  cases  must  in  the  future  decide.    If  we 
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admit  their  occurrence,  they  cause  great  diilkmltT  in  explanation;  for  to 
assume  a  functional  disturbaiice  of  the  affected  nerve  areas,  and  perhaps  also 
of  the  adrenals,  without  any  anatomical  substiaturo.  would  be  very  unsatis- 
factory. It  may  be  assumed,  howerer,  thai  cases  of  this  kind  will  always 
remain  rare  exceptions. 

The  group  of  cases  in  which  adrenal  disease  is  present  ttitkoui  Addisan's 
symptoms,  particularly  without  bronzing  of  the  e^kin^  does  not  belong,  as  has 
idready  been  stated,  to  the  disease  we  are  considering.  Nor  does  it  offer  im- 
portant  reasons  to  vitiate  the  riews  which  have  been  expressed  above.  In  the 
first  place,  we  usually  find  in  such  cases  affections  of  the  adrenals  which  are 
in  marked  contrast  to  tv^ical  cases  of  Addison's  disease:  The  majority  of 
them  are  tumors  of  the  adreual  glands  and  the  absence  of  Addisou's  symptoms 
is  here  the  rule:  thus  a  recent  compilation  of  26  cases  of  primary  malignant 
tumors  of  the  adrenals  showed  that  the  clinical  picture  of  Addison's  disease 
was  invariably  absent.  In  most  of  the  other  oases  of  this  group  it  remains 
uncertain  whether  by  tumor  formation  or  other  di^eAse  of  the  parenchyma  of 
the  adrenals  the  destruction  is  as  marked  as  is  the  rule  in  most  cases  of  tuber- 
culosis ;  the  areas  surrounding  the  glands  also  appear  to  remain  comparatively 
free.  Finally,  in  explanation  of  these  cases,  an  abnormally  great  development 
of  the  accet^sory  adrenals  may  be  thought  of. 

I  lK?licve  the  considerations  above  adduce<3  will  suffice  to  make  it  obvious 
that,  according  to  the  piiihological  and  clinical  material  at  our  disposal,  the 
clinical  picture  of  Addison's  disease  doe^i  not  depend  exclusively  upon  a  grad- 
ual destruction  of  tlie  adrenals,  nor  exclusively  upon  a  disease  of  the  nervous 
system  (i.e.,  the  abdominal  s}^Ilpathetic  and  otlxer  nerve  areas  intimately 
aasociated  with  it),  but  that  both  these  factors  are  simultaneously  active  in 
the  development  of  the  symptom-complex — a  view  in  which  I  coincide  with  a 
nimil>er  of  earlier  as  well  as  more  re^^ent  investigators  ( Fleiner,  Neusser  and 
others).  How  these  forms  of  the  diMjase  merge  into  each  other  is  very  difficult 
to  determine,  and  varies  evidently  to  an  extreme  degree.  A  particularly  fre- 
quent connection,  according  to  the  views  mentioned  above,  appears  to  be  a 
kind  of  asn'ridhtif  di^ea^e,  which  spreads  from  the  adrenals  tn  the  neighlioring, 
and,  eventually  also,  to  the  more  distant  nerve  tracts;  that,  however,  opposite 
(descending)  processes  are  also  at  work  is  at  least  likely,  and  has  b4?en  men- 
tioned previously.  Moreover,  there  need  be  no  parallelism  between  these 
pathologic  processes;  on  the  contrary,  io  well  advanced  changes  of  the  adrenals 
very  slight  iinfilication  of  the  nenes  may  be  found,  and  vice  versa;  in  quite 
a  number  of  eases  according  to  pn^sent  exj^erience,  the  disease  of  one  or  lx>th 
parts  may  be  entirely  absent.  By  this  variation  in  the  relations  of  the  diseased 
areas,  we  may  very  readily  explain  the  great  variation  in  the  intensit)'  of  indi- 
vidual symptoms  and  in  the  time  of  their  appearance,  so  that,  for  example, 
the  bronzing  of  flie  skin  may  occur  years  before  the  genend  symptoms,  or, 
inversely,  the  general  disturbance  may  exist  for  a  long  time  without  pigmen- 
tation. 

If  a  definition  of  the  pathologico-anntomical  Irasis  of  Addison's  disease  is 

'desired  it  nmy  br  given  in  the  following  form:  The  disease  defMMids  upon  an 

insidious,  partly  inflammatory,  partly  degenerative  affection  (most  frequently 
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dependent  upon  tuberculosis),  which  impUcatr.'i  first  ihfi  pannrhifwa  of  the 
ad  re  fiats  and,  .serofidarihf,  ccrlahi  riervfi  arah^  which  are  in  infimaie  rehtlion 
to  the  adrenals  (paHiruhirly  the  ahdominal  syinpulliefie  and  some  nerve  areas 
connected  witli  it,  perhaps  also  certain  portions  of  the  spinal  cord).  Since 
disease  of  both  of  these  rei^ions  may  1h3  combined  in  various  ways,  and  may 
also  compensate  for  one  ani)tlior,  tlie  peculiar  general  affection  develops  which 
represents  what  is  charaeterisfic  of  Addison's  disease. 

I  believe  it  is  inifiossi[)le  to  explain  in  a  more  definite  manner  the  nature 
of  this  general  disturbance  on  account  of  the  missing  links  in  our  present 
knowledge.  From  experimental  investigations,  and  also  from  the  clinical 
observations  which  have  been  outlined^  it  is  evident  that  from  disease  of  the 
adrenals  a  deleterious  element  appears  in  I  he  organism,  and  many  theories 
have  been  offered  to  explain  the  nature  of  Addison's  disease.  Ahnost  every 
one  of  these  is  plausi)ile  up  to  a  certain  degree,  hnt  nnt  proven;  and  almost 
all  explain  only  a  few  of  tlie  important  phases  of  the  elinieal  picture.  Which 
of  the^e  is  to  be  aceepled  jts  the  ru<>st  reasonable  is  merely  a  matter  of 
opinion  in  the  present  status  o(  our  knowledge.  I  need  indicate  only  a  few 
of  these:  They  may  be  divided  in  general  into  the  "  foj*iV  and  "nervous" 
theories,  according  to  whether  the  changes  in  the  adrenals  or  those  in  the  nerv- 
ous system  have  been  assumed  to  be  the  more  important.  Of  the  first  group, 
recent  experiuients  have  made  it  seem  probable  that  after  extirpation  of  Ihe 
adrenals  the  development  of  substances  reseriibliug  muscle  poisons  takes  place 
in  the  organism.  They  assume  acconlingly  that  the  normal  **  antitoxic  action/' 
wliich  is  said  to  be  a  function  of  the  adrenals,  ileciines  or  is  cut i rely  absent; 
hence  the  poisons  circulating  in  the  muscles  and  ti.<sues  are  able  to  exert  their 
harmful  influence.  According  to  the  viewg  of  others,  the  d»seasK?d  adrenal 
itself  is  siipposed  to  furnish  the  toxins  which,  by  their  circulation  in  the  fluids 
of  the  bcMly,  j)roduce  the  general  atTeetion.  Other  theories  which  consider  a 
regnlation  of  cell  nutrition  to  be  the  no  rum  I  function  of  the  adrenals  ascribe 
the  disease  to  the  development  of  toxic  products  by  an  abnormal  activity  of 
the  tissue  cells  which  thus  leads  to  the  picture  of  a  general  intoxication.  The 
thwrv"  is  plausible  that,  in  eonst^^uence  of  the  absence  of  the  normal  function 
of  the  adrenals,  a  sulistance  is  missing  in  the  fluids  which  should  give  to  the 
muscular  fibers  and  other  tissue  elements  the  tonus  necessary  for  their  normal 
function.*'.  Opposed  to  this  are  the  theories  that  the  disease  is  one  of  the 
nervous  system,  especially  of  the  sympathetic,  and  that  Addison's  disease 
arises  as  part  of  a  general  trophoneurosis.  Such  views  emphasise  vasomotor 
disturbances  and  an  nnerpuil  distribution  of  blood  in  tlie  bodv,  whereby  there 
occurs  a  hyperemia  in  the  area  of  the  splanchnic  nen'e  with  anemia  of  the 
peripheral  parts;  but  these  views  are  opposed  by  the  absence  in  many  cases 
of  well  developed  anemia.  Between  these  groups  of  opinions  are  earlier  views 
according  to  which  nothing  but  a  general  cachexia  (which  by  some  is  desig- 
nated as  a  tubercular  cachexia)  is  said  to  be  the  basis  of  tlie  clinical  picture. 
The  disease  is  sometimes  designated  as  an  "  anematosis  *■  (Pepper)  dejKniding 
ujKin  a  profound  disturbance  of  blood  production*  but  this  view  cannot  be 
accepted  because  of  the  small  number  of  ca^s  which  bIiow  blood  changes. 
Many  other  theories  might  he  mentioned. 
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But  I  must  repeat  that  the  endeavor  to  propound  such  theories  is^  for  the 
prestHit,  not  worth  the  lahon  On  account  of  the  unecrtaintj  which  still  exists 
regarding  the  fuiietinn,  not  only  of  {he  adrenals  but  also  of  individual  areas  of 
the  symj>atlietic  nervous  system,  tfiere  is  hut  little  ho|>c  of  following  the 
complicated  pathologico-anatoniical  changes  which  produce  tlie  symptomi?  of 
the  disease.  I  lielievc  it.  therefore,  to  be  correct  to  adhere  to  this  view  in  the 
explanation  of  the  pathologic  process:  That  the  di^rfise  /Icpends  upon  a  pafho- 
logic  modifivafion  or  cessation  of  ike  normal  relation  to  the  organkm  of  the 
necemarff  functions  of  the  adrenah  and  of  the  nerve  areas  which  are  inii' 
matehj  connected  with  the^e  structures. 

The  scant  investigations  at  hand  are  naturally  still  open  to  doubt,  and  may 
be  modified  or  rejected  after  later  researches.  Whether,  in  the  future,  we 
must  be  content  with  an  explanation  such  as  has  just  been  given,  or  whether 
we  shall  he  able  to  determine  the  more  minute  pathogenetic  processes  in  Addi- 
son's disease  depends  upon  the  rei^ults  of  continued  investigations.  In  my 
opinion,  judging  by  what  has  preceded,  these  researelies  must  be  based 
less  U]H>n  physiological  experiment  than  u|K>n  Increased  and  minute  histoloffic 
invesiitjation,  especially  in  the  areas  of  the  nervous  system  that  are  implicated  ; 
we  also  need  research  in  the  field  of  the  chrmhinj  of  the  adrenals,  of  the  blood, 
and  of  metabolism.  By  histological  study  the  question  of  the  constancy  of 
a  lesion  of  the  nerves  in  Addison's  disease  will  be  solved;  liy  chemical  research 
the  probable  implication  of  the  adrenals  in  pigmentation  of  tlie  skin  will  have 
to  be  decided.  For  histological  investigation,  the  atypical  cases  without  dis- 
ease of  the  adrenals  will  1)0  of  the  greatest  im])ortance.  As  such  eases  are 
particnlarly  rare,  these  advances  in  our  knowledge  will  he  very  gradual,  and 
it  will  be  all  the  more  necessary,  therefore,  for  us  minutely  to  investigate  each 
available  case  in  the  future. 

DIAGNOSIS 

A  few  words  regarding  the  diagnosis  of  Addison's  disease  may  be  added, 
particularly  as  the  view  has  lately  been  expressed  that  diagnosis  is  not  possible 
during  the  life  of  the  patient.  Such  a  view  refers  of  course  only  to  the  deter- 
mination during  life  of  the  pathologico-anatoraical  changes  which  are  ex- 
pected in  the  adrenals,  or  (and  this  we  must  emphasize  according  to  our 
experience)  in  tlieir  surrounding  areas,  especially  in  the  sympathetic  nervous 
fiystcm.  The  cUtiical  picture  of  the  disease  in  question,  even  when  it  does 
not  present  itself  in  typical  form,  is  usually  not  difficult  to  recognize.  It  has 
previously  been  stated  that  this  affection  is  very  similar  to  many  other  discol- 
orations  of  the  skin  combined  with  caeliexia,  for  instance,  to  certain  forms  of 
tuberculosis,  carcinosis,  malaria,  pellagra,  vagabonrlV  disease,  and  the  like* 
These  atfections,  under  sonu*  circu instances,  may  show  simihiritv  to  the  Addi- 
son symptom-eouiplex.  But  a  longer  clinical  ohsenation  of  most  of  them 
will  lead  lo  a  correct  conclusion,  since  in  these  diseases  (as  has  h*^n  mentioned 
above)  the  pigmentation  differs  by  certain  irregularities,  and  by  the  ahscnce 
of  implication  of  the  mucous  membranes,  from  true  bronzing  of  the  skin, 
and,  further,  l>ecause  the  symptoms  directly  referable  to  the  suprarenal  region 
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are  absent.  Above  all,  the  correct  etiology  may  usually  be  recoj^ized  in  the 
other  clinical  conditions.  If,  hnweverj  fhe^e  pseiulo-AJdiJionian  atleetions  can 
be  exchuletL  and  if  the  true  Addisoo  .^ymptom-cornplex  is  present,  we  must 
remember  the  presence  of  changes  which,  accord in;^  to  experience,  are  fre- 
quently present;  viz.,  caseation  of  the  adrenals,  a  presumption  which  niay  be 
confirmed  by  the  determination  of  tnl>ercnh>n8  disease  in  other  orofans^  par- 
ticularly a  ToodLTately  a^lvaneed  pnlrimnary  tnbercnlosis.  In  a  similar  num- 
ner,  in  a  small  nundicr  of  cases,  secondary  symptoms  which  favor  carcinosis 
or  kindred  atfections  may,  perhaps,  he  combine<i  with  a  palpable  tiunor  in  the 
adrenal  region,  this  directintr  the  diagnosis  to  a  malignant  growth  of  the 
adrenals.  Only  where  both  these  forms  of  adrenal  disease  are  unlikely  will 
the  assumption  of  any  other  and  rarer  form  of  adrenal  distiirliance  1h3  justi- 
fied. In  all  cases  it  must  be  remembered  that,  besides  disease  of  the  adrenals, 
an  affect  ion  of  the  surrounding  nerve  areas,  particularly  of  the  abdominal 
sympathetic  plexus,  with  a  greater  or  less  distrilnition  to  the  central  nervous 
system,  may  be  present;  that  nif^reover  under  some  circumstances,  these  dis- 
eases of  the  nervous  system  may  take  tlie  place  of  the  atfection  of  the  adrenals ; 
and  that,  finally,  in  rare  exceptional  cases,  both  may  be  absent.  That  the 
finding  of  the  latter  cases,  however,  is  not  opposed  to  the  clinical  diagnosis, 
"  Addison's  disease,"  I  nei^d  not  reiterate. 

On  the  other  hand,  the  cases  of  profound  adrenal  degeneration  without 
the  symptoms  of  Addison's  disease,  particularly  without  bronzing  of  the  skin 
(which  arc  not  very  rare),  will  generally  be  impossible  of  diagnosis.  That 
these  do  not  belong  to  Addison'n  disease,  in  the  strict  sense  of  the  term,  T 
have  already  stated.  Ijalely  it  has  bwn  proposed  to  ditfcrentiate  them  by 
the  term  "  adrenal  insufficiency/*  Only  in  instances  in  which  the  disturb- 
ances point  definitely  to  the  adrenal  region,  and  particulaHy  where  palpation 
shows  a  tumor  or  olher  abnormal  condition  in  this  arcii,  can  this  t}^e  of 
disease  of  the  adrenals  l>e  suspected.  Where  this  is  not  the  case,  the  picture 
of  a  general  caeliexia  is  present,  a  picture  which,  as  a  rule,  is  not  characteristic 
enough  to  separate  it  from  other  constitutional  disturbances. 

THERAPY 

The  doubts  winch  envelop  the  patliogenesis  of  Addison's  disease  will  natu- 
rally also  appear  in  the  views  which  dominate  the  f realm ent  of  this  affection. 
Accordingly  we  note  from  the  time  at  wliich  the  clinical  picture  became  known 
up  to  within  the  last  few  years  but  few  endeavors  to  adopt  a  spcific  or  inethod- 
ical  treatment  of  the  affection,  and  these  few  have  not  been  further  develo]K»d. 
Thus,  by  some  observers,  remedies  such  as  faradisation,  hydrotherapy,  amyl 
nitrite,  nitroglycerin  (on  account  of  its  action  in  raising  bIo(jd-pressure) 
and  transfusion  have  lieen  employed  and  advised  without  having  obtained 
general  recognition.  In  some  of  tliese  instances,  and  by  these  methods  of 
treatments  a  decided  improvement  h  said  to  have  resulted,  and  mme  cases 
have  been  reported  even  as  *^  almost  cured,"'  and  to  have  died  only  during  a 
relap.'ie.  There  are  intercurrent  improvements  to  which  T  have  already  re- 
ferred when  discussing  the  spontaneous  tendency  of  the  disease  to  a  ftuctu4it- 
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ing  eottrse.  In  these  remissioos  a  cessation  of  all  iho  clinical  symptoms  not 
infrequently  precedes  the  fatal  terminal  stage,  but  the  improvement  cannot  be 
looked  npon  as  the  effect  of  treatment.  However,  it  k  rjuite  likely  that  snch 
spontaneous  remissions  may  be  favored  and  increased  by  active  syniptoniatic 
treatment  and  general  liy^nene. 

That  np  to  tlie  present  time  no  cure  of  a  case  of  Addison's  disease  has 
been  authenticated  has  already  been  remarked.  Tlie  few  cases  which  have 
been  assumed  to  lie  such  by  their  observers  are  doubtful  as  regards  the  diag- 
nosis. Under  these  cireiim stances,  the  o]>inion  of  Potain,  who  is  said  to  have 
seen  a  case  cured  and  who  believes  that  the  disease  in  one-tenth  of  the  eases 
is  curable,  is  ineoniprehensible.  Similar  doubts  are  expressed  in  regard  to 
a  case  recently  reported  (by  Oestreich),  which  is  looked  upon  as  an  "operative 
cure"  of  Addison's  disease,  and  which  I  shall  briefly  mention:  In  a  woman 
whose  pulmonary  apex  showed  the  symptoms  of  an  old  focus  of  infiltration, 
and  who  sutTered  from  marked  cachexia,  there  was  difficulty  in  digestion,  gas- 
tric and  lumbar  pains,  and  a  tumor  tlie  size  of  a  small  apple  was  found  in  the 
gastric  region.  This  was  removed,  and  after  a  good  recovery  from  the  opera- 
tion the  sjTuptoms  of  the  patient  disappeared,  strength  increased,  and  in  the 
following  nine  months  she  was  looked  upon  as  well.  The  tumor  was  found 
to  be  a  tuberculous,  degenerative  adrenal  organ  surrounded  by  a  fibrinous  cov- 
ering; the  medullary  substance  of  the  organ  was  almost  entirely  destroyed. 
That  in  this  ease  extirpation  of  the  tul»erculous  adrenal  led  to  reeovery  cannot 
be  doubted  ;  but  unilateral,  adrenal  tuberculosis  with  cachexia  and  gastric 
disturbance  is  not  Addison's  disease;  and  that  the  patient  ^ntbout  an  opera- 
tion would  have  suceuudjed  to  Addison's  disease  is  oy>en  to  doubt. 

Thus,  until  recently,  the  symptomatic  treaimnit  of  the  clinical  svinptoms 
has  been  the  only  therapeutic  indication  in  Addison's  disease,  and  besides 
observation  of  the  gastric  and  intestinal  symptoms  (in  which  we  were  warned 
quite  properly  against  the  use  of  extremely  active  or  drastic  remedies,  as  by 
this  means  uncontrollable  diarrhea  may  l)e  produced),  on  account  of  the  promi- 
nence of  the  asthenic  phenomena,  the  use  of  tonics  was  the  main  indication. 
Iron  and  arsenic  here  played  an  important  rule,  and  I  must  mention  that  in 
the  two  cases  observed  hy  me  the  longest  quiescence  of  the  disease  with  transi- 
tory improvement  of  all  the  symptoms,  also  of  the  discoloration  of  the  skin, 
occurred  after  the  continued  use  of  Fowlcr^s  solution  in  large  doses. 

An  advance  occurred  in  the  treatment  of  tbe  affection  when  the  study  of 
the  internal  secretion  of  certain  organs,  above  all  of  the  so-called  blood-vessel 
glands,  was  combined  with  an  attempt  to  introduce  organolhrrapfj.  In  fact, 
a  raalady  Buch  as  Addison's  disease,  in  which  evidently  in  the  majority  of 
cases  the  main  and  occasionally  the  only  known  pathological  basis  consists  in 
tbe  destruetinn  and  gradual  functional  deterioration  of  a  blood-vessel  gland 
necessary  to  life,  apfieared  to  Vie  particidarly  stiitable  for  the  modern  therapy  of 
compensation.  Theoretic  and  experimental  investigations,  above  all  tbe  trials 
with  injections  of  suprarenal  extract  in  animals,  already  mentioned  and 
described,  show  the  conspicuous  and  important  actions  of  this  secretion.  I 
ehall  only  add  that  in  these  animal  researches  tlie  value  of  adrenal  therapy 
was  in  part  directly  confirmed :  thus  in  experimental  animals,  after  bilateral 
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renal  extirpation,  life  could  he  prolonged  for  twenUj-four  hours  h^  injections 
of  suprarenal  ej'lraci  (Ander,^9on  and  llultgren).  Moreover,  experience 
proved  tliat  in  disease  of  the  tliyreoid  gland,  which  may  be  looked  upon  m  an 
analogous  conditinn,  by  a  simfjle  siibstitiition  therapy,  tlie  deleterioo?^  ronse- 
quences  of  the  absence  of  the  thyreoid  eoold  he  eombatixl,  and  a  fatal  general 
affection,  such  as  myxedema,  could  thus  lie  transformed  into  a  harmless  con- 
dition. Therefore,  it  is  not  surprising  that  in  the  last  eight  or  nine  years, 
following  the  English  physicians,  various  investigators  have  attempted  to 
employ  suprarenal  theraptf  in  Addison's  disease,  in  which  either  the  gland  in 
substance  or  preparations  obtained  from  the  glands  were  introduced  into  tlie 
body.  Besides  the  amelioration  or  cure  of  the  affection,  they  hoped  in  this 
manner  to  dciumistrate,  more  couclusively  thsm  by  tlie  animal  experiments, 
the  direct  flependence  of  the  disease  upon  the  (lisa]>pearanee  of  ttie  adrenals^ 
and  also  to  show"  that  the  physiology  and  the  pathology  of  the  adrenals  were 
directly  analogous  to  the  thyreoid  gland  and  athyreoidism. 

Unfortunately  the  results  of  suprarenal  treatment  in  Addison's  disease 
have  not  justified  these  hopes.  No  cure  of  the  disease  in  this  way  has  been 
recorded  up  to  the  present  time.  Yet  a  certain  number  of  cases  have  been 
reported  in  which  by  this  treatment  transitortj  improvement  followed,  and  was 
so  conspicuous  that  it  could  not  he  disregarded  entirely.  Among  these  cases, 
perhaps  the  most  convincing  are  those  in  which,  after  cessation  of  the  specific 
treatment,  an  affffravatifm  of  the  general  condition  occurred,  and,  eventually, 
pigmentation  of  tlie  skin  followed;  of  these,  two  are  particularly  worthy  of 
mention ! 

Thus  Schilling  fl8f*T)  reports  the  case  of  a  boy,  aged  fifteen,  who  was 
ill  for  two  years  and  showe<i  quite  decided  bronzing.  For  three  months  raw 
adrenal  substance  was  administered  to  him  (a  fresh  gland  from  a  shet^p  or 
lamb  daily).  During  this  time  an  almost  complete  disappearance  of  the 
abnormal  pigmentation  occurred  (only  a  slight  discoloration  upon  the  mucous 
?neuihrrtne  of  the  mouth  remaining)  and  an  increase  in  strength  and  of  weight 
(33  pounds)  so  that  be  was  looked  upon  us  almost  well.  After  a  three  months' 
cessation  of  the  treatment,  and  following  sudden  symptoms  of  intoxication, 
death  occurred  (perhaps  in  eonse*[uence  of  a  beginning  pneumonia).  The 
adrenals  were  contnictL^i  almost  to  cicatrices,  and  pcruieated  by  caseous  foci. 
More  striking,  perhaps,  is  the  case  observetl  hy  Edcl  (I !»()()):  A  locksmith, 
aged  thirty-three,  in  whom  the  symptoms  of  rapidly  increasing  weakness  and 
bronzing,  particularly  of  the  face,  dorsum  of  the  hands,  and  j^enis,  had  exist43d 
for  six  mouths  without  showing  any  remission.  Suprarenal  tablets  were 
administered  (one  gram  each,  two  given  twice  daily) »  and  after  only  two  to 
three  days  his  strength  began  to  increase,  so  that  after  fourtt^en  days  he  was 
able  to  return  to  work ;  moreover,  the  bronzed  areas  of  the  skin  began  to 
improve  from  the  third  day  of  treatment,  and  five  weeks  later  bands,  face 
and  penis,  with  the  exception  of  isolatt^  areas,  were  again  of  a  normal  color. 
After  a  month  and  a  half  of  improvement,  tubercular  meningitis  set  in  and 
caused  death  in  seven  days.  From  the  beginning  of  this  complication  tlie 
adrenal  tal»lets  had  been  stopped,  the  bronzing  reappeared,  and  a  short  time 
prior  to  death  had  almost  completely  returned.  The  autopsy  showed,  besides 
10 
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distributed  caseation  of  the  gland$^  a  tnberctiJotts  nodule  in  only  the  right 
adrenal,  while  the  solar  plexus  and  the  ^milnnar  ganglion  were  embedded  in 

callous  connec^tive  tissue. 

In  the  study  of  §uch  examples  the  previously  mentioned  tendency  of  cer- 
tain csL^L-s  of  Addi^n's  disease  to  spontaneous  remisaion  with  consequent  fatal 
exacerbation  is  to  be  remembered.  But  it  must  be  admitted  that  here  the 
rapidity  and  the  complete  amelioration  of  the  symptoms  appears  to  be  out  of 
proportion  with  what  is  obscnrcd  in  the  sponlnntQus  course  of  thf  diseaj^e. 
Particulariy,  in  the  second  cai?e,  the  complete  recurrence  in  a  few  days  of  the 
dark  bronzing  of  the  shin  can  only  be  understood  by  assuming  a  preceding 
artificial  modification  of  the  pigment  metabolism  of  the  body.  It  appears 
that  these  two  casa^*,  and  a  few  similar  ones,  are  sufficient  to  prove  the  possi- 
bility of  a  favorable  influence  upon  the  principal  symptoms  of  Addison's  dis- 
ease by  the  artificial  introduction  of  suprarenal  substance. 

It  is  true  that  we  have  records  of  quite  a  number  of  cases  opposed  to  these — 
cases  in  which  suprarenal  treatment  had  no  influence  upon  bronzing  of  the 
skin,  nor  upon  the  general  5\Tiiptoms.  And  from  the  reports  at  hand  I  believe 
that  the  number  of  these  negative  cases  is  at  least  equal  to  those  in  which 
positive  results  have  been  obtained.  Sometimes  indeed  a  direct  aggravation 
of  the  symptoms  has  l>een  noted  from  the  beginning  of  this  treatment.  Nor 
has  it  lieen  possilile  in  prove  by  chemistry  that  metabili?^m  in  the  organi!=m 
is  decidedly  influenced  l>y  the  introduction  of  adrenal  substance.  For  even 
though  one  investigator  (Pickardt),  after  a  nine  days'  research  in  metabo- 
lism in  a  case  of  Addison's  disease,  during  which  time  suprarenal  tablets 
were  adniinistered,  fnimd  an  increase  of  albumin  decomposition,  in  an  analo- 
gous research  by  another  investigator  (Senator),  nothing  abnormal  could  !>e 
determined.  In  the  case  of  two  dogs  who  were  fed  with  adrenals  (with  ihe 
raw  gland  as  well  as  with  the  glandular  extract)  similar  experiments  showed 
no  decided  change  of  the  nitrogen  balance  (Blum). 

Perhaps  the  farm  and  amount  in  which  the  adrenal  su1>stance  is  adminis- 
tered is  important  for  its  so|>plementar\'  action.  Apart  from  a  few  unsuc- 
cessful or  disastrous  investigations  with  the  implantation  of  animal  adrenals 
under  the  skin,  the  glands  have  Ireen  administered  in  a  naturaf  comfilion  (as 
fresh  as  possible),  usually  chopped  up  with  necessary  additions.  They  have 
been  occasionally  given  in  a  dr}^  condition,  as  adrenal  powder,  but  in  most 
cases  they  have  been  used  as  rjrtrart,  which  in  rare  cases  has  been  subcutane- 
ously  injected,  but  has  generally  been  given  internally  in  the  form  of  ndrenal 
tahhls  (particularly  in  England,  but  also  in  Germany  and  other  countries). 
The  doses  administered  varied  according  to  the  reports,  with  the  fresh  adrenal 
gland,  from  one  to  two  glands  daily;  with  the  extracts,  an  amount  corre- 
sponding to  0,2 — 4.0  nf  the  dried  glandular  substanc]^.  It  will  be  ontixl  that 
the  best  method  of  introducing  the  glandular  substance  has  not  been  definitely 
determined.  Many  further  observations  will  be  necessary'  to  decide  this. 
The  opinion  expressed  by  some  authors  (for  example,  by  Tjowandowsky)  that 
the  administration  of  the  raw  glandular  substance  is  more  effective  than  the 
exhibition  of  the  extract  appears  to  be  confirmed  by  a  number  of  clinical 
histories.     But  it  must  Ik?  pobted  out  that  in  the  second  of  the  cases  men- 
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tionetl  above  tbp  eanspicuoiis  intercorreiit  improvement  occurred  after  the  ii-^e 
of  adrenal  tablets.  Whether  an  intravenous  injection  in  man  of  suprarenal 
extract,  wliieh  has  bceu  advisixl,  will  produce  a  more  intense  action  than  other 
metbodsj  and  whether  it  will  not  also  produce  dangerous  s}Tiiptoms,  appears 
to  be  questionable. 

That  the  results  by  means  of  adrenal  treatment  in  Addison's  disease  are 
no  more  dclinite  anil  jiratifying  than  those  nienlinned  afjove  is  not  siirprisinir, 
nor  can  they  be  looked  upnn  as  final.  For,  in  the  first  place,  the  number  of 
investigations  is  much  too  small  to  determine  this  therapeutic  qut^tion.  I 
estimate  the  nimd>er  of  cases  that  have  been  accurately  reported  as  much  le^ 
than  lOH;  and  in  nmst  of  tliese  it  uuist  he  reniemhercd  that  there  was  oppor* 
tunity  for  suprarenal  treat nient  only  for  a  short  time,  nr  only  very  late  in  the 
course  of  the  disease,  so  that  the  condition  was  an  unfavorable  one  for  therapeu- 
tic results.  Therefort!  a  long  continuance  of  observations  will  be  necessary 
before  a  definite  opinion  can  he  given  regarding  the  value  of  organotherapy  in 
Addison's  disease,  and  to  d<ride  wbelber  the  apparent  favorable  results  in 
individual  ca.ses  will  be  guaranteed  by  further  observation. 

But  even  if  organo-therapentic  results  should  not  improve  with  increasing 
experience,  this  cireumslance  cannol  be  used  lo  nullify  the  importance  of 
the  adrenal  function  in  tlie  [latliogenesis  of  Addison's  disease.  The  thera- 
peutic introduction  of  adrenals  from  animals,  or  of  extracts  obtained  from 
these,  can  only  substitute  in  a  very  feeble  way  t^T  the  secretion  furnished  by 
the  living  gland  in  the  human  organism.  Action  sinuhir  to  that  which  is 
exerted  din-ctly  by  the  adremds  ufion  the  flnids  of  the  body  can  hardly  be 
expected  frmn  the  peripheral  ahsorption  ( through  stomach,  skin,  vie)  of  the 
tinished  pnxluct^,  esjiecially  since  the  latter,  as  all  physiologico-cbem  ical  inves- 
tigations have  sbo^Ti,  are  subject  to  great  destruction  in  the  tissues  of  the 
hoily\  Comparison  with  the  remarkable  action  of  the  extract  of  tliyrwid 
gland  which,  even  in  the  first  investigations  of  substitution  therapy  was  shown 
to  cure  niyxedeiiia,  should  nni  lead  us  to  exfK^ct  simibirly  easy  and  surprising 
results  in  all  analogous  invesiigationa  (even  although  they  appear  to  l>e  patho- 
genetically  well  founded),  since  the  physiologic  and  palhnlogic  conditions  in 
many  other  organs  are  certainly  nnicli  more  compHealcd  than  in  the  case  of 
the  thyreoid  gland  ami  its  functions. 

As  regards  the  inthience  of  organotherapy  in  Addison's  disease,  we  must 
content  our.se! ves  for  the  present  with  stating  that  the  ej-perlencrs  whirh  have 
been  gathered  are  not  suffirirnt  io  ptrmit  a  nmclusufn.  They  are  also  insufli- 
cient  to  determine  the  likelihood  of  iinprovenient  or  cure,  or  to  decide  theo- 
retically whether  or  not  the  artificial  introduction  of  adrenal  secretion  is  a 
proof  of  the  adrenal  tluniry  in  Ad<lison*s  disease.  But  neither  do  the  reports 
at  hand  require  tiiat  we  should  cease  to  hope  that  further  and  more  exact 
therapeutic  investigations  will  furnish  l)etter  results. 

From  this,  future  ohser\^ers  may  learn  the  practical  lesson  to  test  the 
adrenal  treatment  of  Addison^s  disease  upon  every  opportunity.  If  we  begin 
the  treatment  in  individual  cases  as  early  as  possible,  and  compare  the  influ- 
ence of  the  various  modes  of  administration,  we  shal!  gradually  be  able  to 
determine  what  to  expect  from  this  method  of  treatment,  and  to  reco^iize 
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whetlier  tliere  is  any  well  founded  hopo  of  successful  substitiitian  therapy  in 
Addison'B  disease.  As  in  the  pursuit  of  pjiHiologieo-anatoTnical  knowledge 
of  the  disease,  so  here  a  long  time  may  elapse,  as  cases  of  the  disease  which 
are  especially  suitaUle  for  favorable  treatment  are  very  rare  in  almost  all 
countries. 

Thus  we  see  that  in  the  realm  of  practical  therapy  in  Addison's  disease 
much  is  still  obscure  and  much  must  be  left  for  further  investigation. 

If  we  now  return  to  the  rpiestion  at  the  l>eginning  of  this  article,  whether 
according  i<y  i)resent  knowk^dge  we  may  declare  that  Addison  s  dlsea^  may  he 
exphiinrd  bif  an  ahi^n'mc  of  the  adrenal  function,  we  must  give  the  answer 
already  indicated  more  than  once,  Ihat  for  several  reasons  this  is  impossible. 
The  numerous  experiments  which  have  hivn  carried  out  in  clinical,  anatomical, 
physiohigieal,  clicmical  and  therapeutic  realms  in  the  last  half  century  to 
deterruine  tlie  hasis  of  the  disease  have  given  ns  much  knowledge  regarding  the 
clinical  picture  as  well  as  in  regard  to  many  properties  of  the  adrenals.  But, 
as  we  have  soen,  important  links  are  absent  for  the  explanation  of  Addison's 
disease  as  an  atfection  of  the  adrenals  alone.  Hence,  in  disease  of  the  gland 
in  combination  with  fhat  of  other  organs,  particularly  of  parts  of  the  nervous 
system,  it  now  appears  impossible  to  iind  this  explanation  without  separating 
the  rolas  of  these  parts  in  the  development  of  the  detinite  chnieal  symptoms. 
This  conception  will  not  appear  strange  to  those  who  have  endeavored  to 
explain  the  disease  as  a  physiologico-chemical  consequence  of  adrenal  disease; 
and  I  believe  it  to  be  more  satisfactory  than  the  subjugation  of  the  pathologic 
process  to  a  restricted  theory  which,  at  least  for  the  pres^int,  leaves  several 
phases  nnexpbuned.  Whether  this  view  will  he  accepted  in  tlie  fnture,  or 
whether  the  adrenal  Hieory  in  a  purer  form  will  be  found  suRicient  for  the 
explanation  of  tfie  disease,  will  depend  upon  the  resnlts  of  fnture  experience 
and  investigation.  That  these  researches,  together  with  our  therapeutic  en- 
deavors, will  in  my  opinion  aid  in  the  further  explanation  of  the  disease  upon 
a  palhologiro-anatomical  and  also  upon  a  cheuiical  basis  has  already  been 
indicated.  Thus  continued  investigations  in  the  interesting  clinical  picture 
of  Addison's  disease,  and  the  elaboration  of  the  previous  observations,  are 
bequeathed  to  the  next  decades  of  the  new  century  as  an  object  worthy  of  their 
labors. 


ACROMEGALIA 
By   C.    BENDA,   Berlin 

The  erroneous  idea  that  the  gigantic  is  to  be  looked  upon  m  an  exj^^emm 
of  prehistoric  time^^ — primordial — is  firmly  rooted  in  the  liufnan  mind. 
When  we  think  of  the  ^ens  imd  forests  primrvfil  as  inhsihited  by  inoiisters 
like  the  plesiosaurus  and  tlie  iue*^'atherium  we  rea<lily  conclude  that  a  priiiinr- 
dia!  raee  of  gigantit-  fieople  must  have  rrprescnied  tlie  survivors  of  the  anim^il 
kingdom  who  vanqnished  these  levifithans.  We  are  content  w4th  the  role  of 
dwarfed  epigoni\*,  and  in  the  sj>ei'imens  of  unusual  size  occnsioriidly  st'on  we 
acclaim  the  revival  of  this  primordial  power.  Science  has  j)roven  these  fan- 
tasies to  be  incorrect.  We  can  prove,  or  at  least  infer,  that  prior  to  these 
giant  heasts,  as  well  as  to-day,  there  existed  proHfie  races  of  smaller  hein^s. 
Prominent  scientists  assume  that  the  original  forms  of  the  vcrtclirate  animals 
were  dwarfed  forms.  Nothing  eontlicts  with  this  hypothesis,  and  much 
favors  the  ])rohahility  that  the  apehkc  proanthropos  also,  and  some  at  least 
of  the  earliest  races  of  man,  were  dwarfs,  even  thongh  other  primordial  races 
may  have  early  attained  a  larger  structural  development.  Thns  onr  views 
rt^garding  giants  have  heen  fundamentally  changed,  since  it  is  unlikely  that 
giants  are  to  be  considered  as  atavistic  or  primordial  types.  In  the  year  1872, 
Carl  V.  Langer  first  |>roved  by  careful  studies  that  l>esides  a  nnnmd  form  of 
giant  skulls  a  pathologic  one  may  be  distinguisheil.  To-day  the  opinion  is 
expressed  that  giant  growth  is  commonly  the  result  of  a  pathologic  process. 

This  change  of  conception  is  intimately  ass<ieiatcd  with  our  increasing 
knowleilge  of  that  process  of  pathologic  growth  w^hich  is  the  subject  of 
this  article — acromegalia.  The  invest igat ions  of  Pierre  Marie  in  the  year 
188t>  are  to  be  rcganled  as  the  foundation  for  this  kmnvledge.  Although  cases 
of  the  disease  had  hotm  oliserveii  prior  to  this  time  and  tn  some  extent  well 
described,  for  instance,  by  the  Italian  Verga,  it  w^as,  as  Sternberg  says,  the 
laljors  of  the  French  investigator  that  introilnced  the  disease  into  the  clinic 
from  medical  monstrosity  and  curio  cabinets.  IMarie  characterized  the  affec- 
tion by  means  of  the  peculiar  symptoms  which  had  also  been  noted  by  other 
observers,  and  of  which  now  one,  now  another,  proved  most  interesting.  He 
also  worke<l  out  the  principal  clues  for  the  dilTerentiation  of  this  process  from 
other  nffections  which  had  some  symptom?:  in  common  with  it.  Marie  descries 
still  further  erc^dit  for  giving  to  the  disease  itn  characteristic,  euphonious,  and 
easily  rememlierei!  name,  for  we  must  remember  how  readily  the  human  mind 
adheres  to  a  scheme,  nnd  by  adopting  a  distinctive  name  grasps  the 
conception   which   the  narue  emWdies.      Nevertheless   there   is   an    impor- 
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tant  point,  not  brought  out  in  the  name,  which  most  be  borne  in  mind 
if  the  pathologic  process  and  the  autopsy  finding  are  to  be  accurately  remem- 
bered :  It  is  not  the  size  of  the  extremities  which  represents  the  most  striking 
symptom  of  the  disease,  as  might  be  concluded  iipm  the  name;  it  is  the 
enlargement,  the  abnormal,  disproportionate  growth  of  these  parts.  If 
Cyrano  de  Bergerac,  besides  his  celebrated  nose,  had  had  large  hands  and 
feet,  regarding  which  histon-  probably  gives  no  reliable  reports,  this  would 
not  have  been  a  sufficient  reason  for  calling  him  acromegalic,  provided  he  had 
had  these  deformities  from  birth,  or  by  heredity.  In  contradistinction  to  some 
descriptions  (even  ver^-  recent  ones)  of  "unquestioned''  acromegalic  s}Tnp- 
toms  in  the  bony  skeleton,  it  must  again  be  pointed  out  that  the  characteristic 
symptom  of  the  disease  is  not  the  unusual  form  of  certain  parts  but  their 
advancing  change^  and  that  in  any  case  in  which  anamnestic  and  clinical 
data  in  regard  to  this  s\Tnptom  were  absent  only  the  existence  of  all  the  other 
factors  and  the  resemblance  to  the  picture  of  acromegalia  can  be  considered 
presumptive  evidence.  This  is  a  concession  to  clinical  medicine  which  re- 
quires a  certain  amount  of  self-denial  on  the  part  of  the  pathological  anato- 
mist, but  the  historical  honor  must  in  this  case  be  accorded  to  the  clinician 
who  founded  the  conception  of  the  disease. 

By  Pierre  ^larie's  pioneer  labors,  by  the  long  series  of  his  thorough  in- 
vestigations and  by  those  of  his  pupils,  as  well  as  by  a  great  number  of  clinical 
and  pathological  researches  in  which  the  most  prominent  scientists  have  taken 
part,  such  an  exhaustive  description  of  the  disease  has  been  given  that  it 
may  almost  be  regarded  as  complete.  Excellent  comprehensive  treatises, 
among  which  those  of  M.  Sternberg  are  to  placed  in  the  front  rank^  have  dis- 
seminated this  knowledge  throughout  the  medical  profession. 

ETIOLOGY 

The  tendency  to  this  disease  is  an  unfortunate  prerogative  of  early  matur- 
ity; one-half  of  all  the  known  cases  develop  in  the  third  decade  of  life.  Less 
frecjuently  cases  occur  l>etwcen  the  thirtieth  and  fortieth  years,  and  a  few 
begin  later;  rarely  has  an  onset  before  the  twentieth  year  been  observed. 
Special  stress  must  be  laid  upon  the  point  that  the  disease,  although  usually 
beginning  after  the  lx)dy  has  attained  its  normal  growth,  nevertheless  occurs 
at  a  time  of  life  when  there  is  still  decided  plasticity  of  the  body,  and  the 
form  thus  presented  must  be  separated  from  that  of  the  true  senile  period. 

Both  sexes  are  affected  to  the  same  extent,  but  in  the  cases  that  begin  late 
a  decider]  predominance  of  women  has  hvon  noted.  The  disease  is  quite  rare. 
I  believe  that,  including  the  four  typical  cases  upon  which  I  held  an  autopsy, 
I  have  had  more  cases  than  any  other  pathologist.  These  are  included  in 
about  S.OdO  autopsies  which  I  have  seen  in  a  service  of  eight  years  in  the 
Urban  Berlin  Hospital :  curiously,  three  of  these  cases  occurred  in  a  period  of 
thirteen  months  from  March,  18J)G,  to  April,  181)7,  and  only  one  occurred 
befoH'  or  after  this  perir)d. 

As  may  he  seen  from  the  previously  mentioned  observations  of  v.  Langer, 
there  are  obvious  relations  between  acromegalia  and  giant  growth  since  it 
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appears  (hat  acromegalia  most  frequently  attacks  individuals  characterized 
already  by  great  bodily  size.  According  to  Sternberg  20  per  cent,  of  the 
** giants"  are  attacked  by  acromegalia.  Among  my  four  cases  two  were  nlmve 
niedinrn  size.  But,  as  is  noticeable  from  the  figures,  the  relation  is  not  a 
necessary  one.  At  this  point  I  should  like  to  call  attention  to  the  fact  that 
in  the  skeleton  of  a  dwarf  which  is  in  the  Berlin  Pathological  Mnseum,  and 
which  I  had  an  opportunilty  of  examining  through  the  kindne^^s  of  Professor 
Wabhy  er,  I  found  siispiciiuis  acroun  j;nlic  stigmatti.  so  that,  with  all  due  regard 
to  what  has  been  expressed  above,  I  may  presume  that  even  dwarfs  arc  not 
exempt  from  the  disease. 

The  cause  of  the  disease  is  enveloped  in  obscurity.  Of  course  trauma  and 
psychical  emotion,  as  in  all  diseases  which  involve  the  nervous  system,  are 
mentioned  as  starting  points  by  the  patients  and  their  relatives^  and  are  sug- 
gested as  causes  of  the  allection. 


SYMPTOMS 

The  onset  of  the  disease  is  accompanied  by  very  various  neiiropathrc  phe- 
nomena. There  are  reports  of  extreme  lassitude,  of  drawing  pains  and  pares- 
thesia in  the  head  and  in  the  extremities;  in  shorty  mild  symptoms  such  as 
ahiiosi  every  patient,  whateviM-  bis  disease,  will  admit  if  Ibey  are  suggested  to 
hira,  such  also  as  almost  any  heatthy  person  will  also  aeknowIe<lge,  Of  impor- 
tance in  women  is  the  invariable  cessation  of  menstruation,  and  in  some  males 
the  appearance  of  impotence. 

The  peculiar  changes,  as  a  rule^  are  first  noticeable  in  the  face.  A  distor- 
tion of  the  features  occurs  which  renders  the  patient  nn recognizable  to  his 
nearest  relatives,  and  this  in  a  few  cases  can  also  be  objectively  shown  by 
photographs  taken  prior  to  the  disease  if  the  pictures  and  the  patient  are 
brought  together  for  comparison.  I  must  further  take  this  opportimity  to 
warn  physicians  against  photographs  of  acromegalic  patients.  I  regret  that 
I  must  sow  the  seeds  of  doubt  in  what  the  laity  believe  to  be  the  absolute  art 
of  photography,  but  I  am  a  photographer  myself,  and  I  know  liow  the  products 
of  this  art  are  attained.  B(\<ide,-  |mtbolngir  acromegalia,  tlierc  is  also  (as  1 
must  reveal)  an  artifif^ial  one,  which  in  portraits  by  novices  in  photography 
is  almost  epidemic.  This  always  occurs  when  a  picture  is  taken  of  the  entire 
sitting  figure,  full  face,  with  arms  and  legs  extended.  This  depends  upon  a 
simple  perspective  effect  due  to  the  use  of  photographic  objectives  of  short 
focus,  and  to  our  hahit  of  placing  the  object  at  a  very  short  distance  from 
the  camera  as  is  necessary  to  obtain  largo  pictures.  The  first  cause  of  this 
faulty  perspective  is  the  misplacement  of  the  object,  which  is  seen  in  almost  all 
pictures  of  acromegalics  that  are  known  to  me.  In  such  pictures  full  face 
rrproduction,  siniiliir  to  that  of  \ho  shitues  of  Kg\ptian  kings^  has  almost 
l>ecome  t}"pical.  How  far  the  other  effects  of  this  faulty  perspective  extend 
can  only  be  determined  by  pictures  in  which  the  distortion,  even  of  a  single 
extremity,  is  recognizable  at  once,  as  in  a  picture  in  my  possession,  in  which 
the  extendrd  great  toes  are  almost  as  broad  as  all  the  rest  of  the  foot.  The 
photographer  has  unconsciously  intensified  the  impression  of  the  abnormal- 
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ity  that  is  to  be  depicted;  if  he  had  used  a  normal  hand  as  a  compariaoE  for 
the  pathologic  condition  he  would  have  perceived  tiiat  the  former,  to  make 
the  compari>^on  possible,  would  have  to  be  brought  the  same  distance  from 
his  apparatus  as  the  latter,  and  not  be  left  perhaps  half  a  yard  behind,  as  was 
the  ca.se  in  the  picture  portraying  the  condition  of  the  feet. 

But,  to  return  from  this  digression,  aside  from  this  little  photographic 
trick,  a  practised  eye  is  not  necesgary  to  note  in  the  advanced  stages  of  the 
disease  the  very  characteristic  condition  of  the  face.  The  prominent  super- 
ciliary ridge,  with  the  bushy  eyebrows  wiiich  occasionally  almost  meet  in  the 
median  line,  gives  the  face  a  threatening  expression;  the  swollen  lips,  the 
very  prominent  zygomatic  arch  and  the  lower  jaw  give  a  somewhat  bestial  ex- 
pression, and  the  enomious  nose  with  its  grim  humor  forms  the  only  redeem- 
ing feature, 

A  similar  and  progressive  deformity  in  the  extremities  gradually  becomes 
noticeable.  The  feet  become  plump,  larger,  and  broader,  and  the  hand  which 
is  deformed  till  it  is  like  a  bear's  paw  appears  especially  conspicuous.  This 
impression  is  further  increased  by  the  comparative  sleudorness  of  the  lower 
arm.  The  X-ray  picture  shows  that  the  bones  are  covered  with  exostoses ; 
these  are  particularly  noticeable  at  the  end  phalanges  of  the  lingers  and  toes. 
According  to  Pierre  Marie  two  forms  of  alteration  of  the  hand  are  to  be 
dilTcrcntiated,  one  of  which  consists  in  a  general  enlargement,  the  other  in  a 
thickening  of  the  bones  of  the  hand.  In  tlie  latter  the  exostoses  are  nmre 
prominent. 

Regarding  the  enlargement  of  the  internal  organs,  one  above  all  others 
becomes  clinically  conspicuous,  and  must  1)0  comitcd  among  the  most  impor- 
tant and  constant  symptoms  of  the  disease — I  mean  the  tongue^  wdiich 
may  assume  extraordinary  dimensions.  In  some  cases  closing  of  the  mouth 
is  no  longer  possible.  Enlargement  of  the  thyreoid  gland  is  often  rec- 
ogni?:alile. 

Of  great  importance,  but  not  always  present,  are  the  symptoms  which 
point  to  a  tumor-like  enlargement  of  the  kfpophtfsls.  These  symptoms  arc 
principally  those  of  a  basal  cerebral  tumor,  but  from  the  description  of  the 
autopsy  finding  we  shall  readily  understand  that  these  symptoms  need  not 
occur,  even  in  very  large  tumors  of  the  hypophysis,  so  long  as  the  tumor  does 
not  invade  the  cavity  of  the  skull.  In  many  cases  the  symptoms  in  question 
are,  however,  well  developed.  They  consist,  first,  in  severe  headache  which 
occurs  in  paroxysms,  vertigo,  vomiting,  decrease  of  intelligence  and,  in  par- 
ticular, somnolence.  The  direct  pressure  of  the  tumor  of  the  hypophysis  acts 
most  constantly  tipon  the  optic  nerves,  or  upon  the  optic  chiasm,  and  shows 
itself  in  hemianopsia,  amblyopia  even  to  amaurosis,  due  to  atrophy  of  the 
stretched  and  compressed  optic  nerves.  More  rarely  the  muscles  of  the  eye 
arc  implicated,  especially  those  supplied  by  the  oculomotor  nerve.  At  this 
point  I  mu.^t  also  mention  exophthalmos  which  has  been  ohscrve<l  in  many 
cases,  and  which  is  usually  referred  partly  to  the  change  in  the  Imnes  of 
I  he  orbit,  and  jmrtly  to  enlargement  of  the  bultms  oculi.  I  believe,  how- 
ever, that  the  fact  that  acromegalic  exophthalmos  occurs  periodically  may  best 
be  explained  by  the  assumption  that  it  is  not  due  to  organic  changes  in  the 
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cavity  of  the  eye,  but  to  stasig  in  the  sinus  cavemosns,  as  might  readily  occur 
from  the  pressure  of  a  hypophyseal  tumor. 

How  many  of  the  general  nervous  dit^turbances  are  to  be  referred  to  the 
tumor,  and  how  many  to  an  independent  disease  of  the  nerves  cannot  be  accu- 
rately determined.  But  among  otlier  symptoms  I  must  here  refer  to  the 
prominence  of  general  nervous  phenomena,  such  as  pains,  weakness,  sensa- 
tions of  heat  and  the  like.  An  important  role  is  played  by  increased  secre- 
tion of  sw^eat,  polydipsia,  and  polyuria,  which  in  many  cfL^ei^  are  probably 
the  sign  of  a  co-existing  diabetes.  Occasionally,  however,  they  certainly 
occur  without  this  condition.  In  the  further  course  of  the  disease  a  conspicu- 
ous loss  of  strength  is  observed,  and  nephritis  and  myocarditis  often  super- 
vene, so  that  we  find  the  picture  of  a  severe  general  intoxication.  Death  results 
in  such  cases  either  from  paralysis  of  the  heart  or  from  bronchopneumonia. 
A  remarkable  and  frec^uent  complication  of  the  disease  is  diabetes,  which, 
for  example,  occurred  in  two  of  the  four  cases  observe<^^l  in  the  Urban  Hos- 
pital and  in  one  of  the  patients  was  the  cause  of  dt^ath  by  coma.  H  is  ques- 
tionable whether  the  diabetes  of  aerouK^galics  is  to  be  ascrilx'd  to  the  pre- 
viously mentioncHl  symptoms  of  intoxication,  or  whether  it  is  directly  due  to 
the  tumor  of  tbe  hypophysis.  I  incline  to  the  latter  view,  for  in  the  two 
cases  in  which  the  largest  tumors  of  the  hypophysis  w^ere  found  by  us  it  was 
present,  and  disease  of  the  pancreas  was  absent.  Not  infrecjuently  the  tumor 
of  the  hypophysis  causes  death  by  wlema  of  tbe  brain.  Finally,  in  a  disease 
wliich  runs  such  a  slow*  course  it  is  not  renuirkable  that  intercurrent  affec- 
tions in  no  way  rehited  to  the  main  disease  frt*t|uenily  cause  death.  For 
example,  in  one  of  our  cases  a  perforating  peritonitis^  ciomplicating  cancer  of 
the  stomach,  le*l  to  the  fatal  issue, 

Tbe  symptoms  most  dangerous  to  life  are  Uie  immetliate  effects  of  pres- 
sure from  the  tumor  of  the  hypophy^jis,  and  those  which  present  the  general 
symptoms  of  intoxication.  This  is  favored,  as  1  may  mention  here,  from 
a  clinieal  standpoint,  by  the  great  importance  of  disease  of  the  pituitary 
body,  and  also  by  the  fact  that  in  all  ^tbe  cases  mentioned  in  literature  in 
which  fleath  occurred  in  a  short  time  wittmut  any  intercurrent  affections, 
the  phenomena  of  the  tumor  of  the  h37»ophysis  were  most  prominent  in  the 
clinical  pieture,  and  the  autopsy  always  showed  an  extremely  large  tumor* 
Kven  though  one  may  not  agree  with  Sternl)erg's  view  that  tiiese  cas4»s  are  due 
to  a  special  type  of  tumor  (see  below  in  the  account  of  investigations  by 
Hanau  and  myself),  the  claim  of  Sternberg  must  be  recognized  that  these 
cases  are  to  lie  differentiated  as  a  "  malignant  "  form  of  acromegalia.  My  only 
objection  is  that  Sternberg  defines  this  differentiation  by  sucli  an  arbitrary 
mark — the  duration  of  tlie  disease  for  four  years.  I  do  not  doubt  that  at 
least  one  of  our  cases,  the  case  of  A.  Frankel,  who  after  six  years  succumbed  to 
the  disease  without  complications,  must  also  l>e  included  in  this  '*  malignant  *' 
group.  Another  of  our  cases  of  the  same  duration  would  also  be  included 
here  if  we  assume  the  fatal  diabetes  which  existed  in  this  case  to  be  a  symptom 
of  the  tumor  of  tbe  liypophysis,  as  I  unquestionably  do.  It  is  somewhat  arbi- 
trary, therefore,  to  divide  the  other  cases,  as  proposed  by  Sternberg,  into  an 
"ordinary'*  and  a  '*  benign  "  form,  as  they  may  last  thirty,  or  even  up  to 
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fifty,  years.  It  appears  to  me  morG  rational  to  regard  as  malignaTit  or  acute 
all  cases  'which  piir!5ue  an  uncomplicated  and  progressive  course  leading  to 
death.  In  this  iype  of  disease  the  eases  on  record  show  that  a  duration  of 
about  »ix  years  is  the  rule.  It  is  best  to  regard  as  benign  or  chronic  all  cases 
in  which  death  is  probabl}^  eaused  not  by  the  acromegalia  but  by  complications 
which  are  not  connected,  or  but  slightly  connected  with  the  main  disease. 

PATHOLOGY 

A  somewhat  wider,  l)ut  hj  no  means  complete  knowledge  of  the  nature  of 
this  remarkable  disease  has  been  obtained  by  autopsies  and  microscopic  investi- 
gations, of  which  quite  a  nmnltcr  are  already  at  hand.  Beginning  with  tlie 
skeleton,  we  shall  first  direct  our  attention  to  the  bones  of  the  hands  and  feet, 
which  form  the  nucleus  of  the  astonishing  anomalies  of  growth  that  appear 
iluriug  life.  It  is  umfuestionable  that  tlic  iHmes  in  many  of  the  cases  that 
have  l)een  described  showed  great  enlargement.  A  case  lately  reported  by 
0.  Israel  is  a  prominent  example  of  this  kind.  1  believe,  however,  that  in 
most  eases  a  sensation  of  slight  disappointment  cannot  he  euppress^^d  when 
the  sk«»leton  of  the  fiand  or  foot  is  compared  with  our  recollection,  or,  l)etter. 
with  a  plaster  east  nf  the  tieshy  memlKT.  Above  all  we  are  tlien  convinced 
that  the  most  prominent  disturbance  of  proportions  in  many  cases  has  almost 
disappeared,  and  only  minute  comparison  with  normal  skeletons  will  enable 
us  to  note  the  abnormalities.  The  flattening  and  irregularities  of  the  end 
jihalangns,  which  at  the  onset  attract  attention,  as  Sterntierg  corn>ctly  states, 
are  but  sligldly  ditfereut  from  the  nornml  skeleton,  Init  it  apjK'ars  to  me  that 
in  acromegalia,  they  are  found  somewhat  more  constantly  than  in  normal 
skeletons.  In  a  ftw^t  in  our  collection  the  second  phalanx  of  all  the  toes  from 
the  second  to  the  fifth  is  somewhat  elongattxl.  Otherwise,  however,  only  tlie 
insertions  of  the  muscles  and  tendons  are  rongbenetl,  tliickened  and  covered 
with  osseous  proliferations.  It  is  these  which  at  lirst  sight  give  the  impres- 
sion of  gross  deformity.  Tpon  minute  investigation  we  discover  smaller  exos- 
toses, irregular  porosities  of  the  cortical  layer,  bony  outgrowths  upon  thr^  end-i 
of  tiie  joints  and  the  like,  hut  we  must  admit  that  even  all  of  these  collectively 
cannot  produce  the  picture  of  the  *'  beards  paw,'-  as  we  sw  it  in  life.  The 
same;  imjircssion  is  conveyed  on  examining  the  long  tubuhir  bones  of  the  ex- 
tremities, as  well  as  those  of  the  trunk.  Everywhere  the  important  point  is 
the  decidetl  roughness  of  (he  insertion  of  muscles  which  have  proliferated; 
otiierwise  the  bones  show  only  nu>derate  clumge  in  form.  As  an  except icm  1 
must  mention  the  clavicle,  which  in  most  cases  of  acromegalia  shows  a  decided 
increase  in  bulk.  But  we  must  not  permit  ourselves  to  lie  led  astray  hy  occa- 
sional investigations  of  individual  l>ones.  One  femur  in  our  col  lection  shows 
enormous  thickness,  hut  it  bclnngs  to  Stadeluuinn's  casi?,  an<l  must  he  correi'tlv 
k>oked  upon  as  a  c*ombination  of  acromegalia  with  gigantism,  and  may  l>e 
entirely  inde|x^ndent  of  the  former  disease. 

The  vertebral  etjlmun  occasionally  shows  ankylosis  of  the  vertebral  bodies 
by  bony  bridges,  but  the  comTuonest  lesions  are  the  hyperostoses  a*nd  exostoses 
of  the  vertebral  processes,  which  perhaps  form  the  main  substratum  of  the 
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'TOf]iienfly  oliservcd  kyphosis  of  aeromojLralics,  iinle.^s,  a.^  Arnold  supposes,  it  is 
habitual  and  due  to  the  weight  of  the  head. 

Tlie  lesions  in  the  bony  skull  are  c»f  rpiite  different  si(?nifieance.  The  roof 
of  th**  skuil  tallows  no  gross  ehanges  except  early  nhliteratinn  of  the  sutures 
and  tlat  eAostoses,  Upon  the  base  of  the  skull  the  sphenoid  bone  is  nf  chief 
interest,  and  always  shows  more  or  less  deformity  due  to  the  tumor  of  Ihe 
hypophysis.  Its  upper  surface  almost  always  shows  a  widening  of  the  fo^ea 
liypophyseos,  with  disappearance  of  the  dorsnni  sella*.  In  other  eases  the 
floor  is  decidedly  dtH'pened  and  eroded,  so  that  tbe  sinus  of  the  sphenoid 
bone  is  laid  Imre  above.  In  several  eases  reported  in  literature,  and  in  one 
of  our  collection,  the  usure  also  involves  the  partition  and  the  floor  of  the 
sphenoid  cavities  so  that  a  continuous  liony  dcfiH't  is  seen  at  the  base  of  the 
skull.  Otherwise  the  inner  surface  of  the  cavity  of  the  skull  ^hovvs  no  con- 
stant changes.  The  lower  surface  of  the  ocei}>ital  bone  is  usually  markedly 
deformed  by  exostoses  at  the  insertion  of  the  muscles.  In  the  skull  in  our 
collection  just  mentioned,  the  external  occipital  protuberance  hangs  like  a 
bent  plug.  The  frontal  hone  is  greatly  thickened,  particularly  at  the  squamous 
base,  so  that  the  superciliary  ridges  stand  out  proiuinently.  This  thickening, 
however,  is  not  solid.  It  is  condiinod  with  a  widening  of  the  air  spaces  which 
may  spread  to  such  an  extent  that  the  frontal  sinus  extends  throughout  the 
greater  part  of  the  squamous  portion  of  the  frontal  bone.  In  the  bones  of 
the  face  it  is  partictihirly  the  increa.se  in  size  of  the  zygomatic  arch  and  the 
lower  jaw  which,  corresponding  to  the  deformities  determined  during  life^ 
appears  in  the  bony  skeleton.  Besides  Ihe  gradual  thickening  and  elongation 
of  the  lower  jaw  anteriorly,  exostoses  at  the  insertions  of  the  nruscles  are 
nottnh  The  npper  jaw  is  much  less  often  involved  in  this  elongation  ;  hence 
the  lower  jaw  protrudes.  These  changes  which  are  clearly  noted  only  in  the 
skeleton  show  that  the  shape  of  the  living  acromegalic's  sknll  must  not  lie 
ealleii  rect^dent  and  prognathous,  as  wa.s  common  liefore  Sternberg  corn?cted 
the  view.  In  a  sknll  in  my  possession  the  alveolar  process  of  the  incisor  teeth 
is  implicated  so  that  hy  an  anterior  curvature  of  the  lower  teeth  it  is  opposed 
to  the  projecting  lower  jaw. 

The  microscopic  examination  of  the  diseased  bone*?  shows  only  that  we 
are  not  dealing  witli  a  specific  process,  but  with  a  deposit  and  al^sorpUon  of 
osst»ous  substance  occurring  in  the  same  manner  as  in  normal  development. 
In  this  connection  it  may  also  l>e  pointed  out  that  according  to  the  results 
of  Langer,  Klebs,  and  Sternberg,  the  mysterions  influence  of  the  disease  upon 
certain  portions  of  the  osst^)us  system  jnay  at  least  he  in  part  understood 
when  we  recognize  that  some  of  the  changes  are  secondary  to  other  and  more 
prominent  alterations,  This  may  he  most  clearly  recognized  upon  the  head. 
**  The  marked  development  of  the  apparatus  of  mastication  rci]uire^  a  Fitrone 
foundation  upon  the  head.  This  may  be  furnished  through  thickening  of 
the  solid  supports,  or  by  dilatation  of  the  hollow  supports,  or  bv  an  extension 
of  the  weight  over  a  larger  surface.  The  first  requirements  are  fulfilled  hy 
the  hypertrophitxl  zygomatic  arches,  the  second  by  the  widened  air  spacer, 
and  the  third  by  the  general  increase  in  the  size  of  the  bones  of  the  skull'* 
(Sternberg). 
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This  author  also  attriljutes  the  changes  in  the  vertebral  column,  in  the 
clavicle,  in  the  mnscular  and  ligaitientons  insertions  npon  the  occipnt  to  one 
predominating  factor,  tlie  increase  in  weiglit  of  the  head.  This  view  is  more 
reasonable  than  that  which  explains  the  pathologic  process  as  due  to  a  gen- 
eral irritative  growth  of  bony  tissue.  There  is  another  beautiful  proof  ol 
Sternberg's  theory  whicli,  m  far  as  I  know,  has  not  been  noticed  by  former 
investigators.  The  pneumatic  spaces  in  the  bones  of  tlie  skull  are  produced 
by  an  al>sorption  of  the  bony  substance.  The  bone  is  of  the  same  type  as  that 
found  in  the  so-called  '"  functional  "  bony  structures  which  are  best  recognized 
in  the  sponfjiom,  and  which  become  modified  by  the  slightest  pressure  or  the 
slightest  added  weight  of  the  bones  so  as  to  produce  a  stnicture  smUid  in  the 
mechanical  necessities  of  the  situation.  Since  the  functional  structures  in 
acromegalia  (the  frontal  sinuses)  develop  so  enormously,  we  may  look  upon 
this  as  a  proof  that  the  new  formation  of  bone  in  these  cases,  unlike  that  in 
leontiasis  ossca,  or  in  general  hyperostosis,  is  not  due  to  a  pathologic  osteo- 
plastic activity,  but  is  an  adjustment  to  special  rer]uiremeuts  nf  the  bone. 

If,  then,  we  acc^ept  Sternberg's  view,  and  suppose  that  such  a  secondary 
bony  proliferation  accounts  for  the  hypertrophy  of  the  zygomatic  arches,  at 
the  base  nf  the  skull,  in  the  vertebral  column^  etc.,  then  the  hyperplasia  of  the 
apparatus  of  mastication,  espet^ially  of  the  lower  jaw,  would  have  to  be 
assumed  m  the  primary  change.  I,  however,  see  no  reason  to  stop  here;  I 
think  we  may  assume  that  the  hyperplasia  of  the  lower  Jaw^  is  itself  sec- 
ondary, since  this  !K>ne,  too,  shows  throughout  a  uniform  extension,  so  that 
its  defm-mitics  may  Iw  explaine<l  as  chieHy  the  effect  of  an  increased  strain 
on  the  insertions  of  the  muscles  and  ligaments. 

In  this  case  the  actual  primary  change  would  consist  in  an  enlargement 
of  the  soft  parts,  and  especially  of  the  tongue,  which  may  he  considere<l  respon- 
Bible  for  the  position  of  the  jaws  from  the  fact  that  by  iti^  increased  A^olume, 
for  which  the  oral  cavity  is  no  longer  adetiuate,  it  exerts  pressure  upon  the 
jaws.  In  fact  the  macroglossia  is  a  characteristic  feature  of  the  clinical  pic- 
ture, and  to  this  I  should  tike  to  ascril>e  a  dominant  role  in  producing  the 
change  in  the  face,  including  the  soft  parts,  namely,  the  lips  and  the  nose. 
The  tongue  has  repeatedly  been  examined  microscopically  by  olbers  as  well  as 
by  myself.  A  ]>roniinent  part  in  the  hyperplasia  is  made  up  by  the  mucous 
membrane,  which  is  completely  coverefl  with  wart-Hke  proliferations  of  the 
papillfe  which  are  also  distributed  in  tiie  sub-papillary  layers.  Within  the 
muscular  strata  broad,  almonnal,  connective  tissue  strands  appear.  Wlu-'ther 
the  musculature  itself  is  increasfMl  cannot  be  decided.  From  the  examination 
of  my  preparations  I  do  not,  however,  concur  in  the  view  sometimes  expressed 
that  degeneration  of  the  muscular  fibers  is  present.  T  was  able,  by  new  stain- 
ing methods,  to  show  the  transverse  striation  with  such  clearness  that  I  have 
utilized  the  pn^parations  of  acromegalic  tongues  as  objects  with  which  to 
demonstrate  transverse  striped  muscles.  I  must  assume,  therefore,  that  de- 
generation of  the  tongue  muscles,  like  that  more  frequently  mentioned  in 
the  muscles  of  the  iKKly,  must  be  accounted  for  as  one  of  the  late  marantic 
phuUDmena  of  tlic  atTcction. 

With  Strumi>ell  I  shall  mention  the  changes  in  the  soft  parts  of  the  ex- 
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treinitief^,  m  well  as  in  the  face,  wl^ich  ha^^e  also  been  Tiotc<3  l>v  previous  inyes* 
tigators,  and  slmll  regard  theni  as  a  feature  moru  prominent  than  disease  of 
the  bones.  I  have  already  mentioneti  how  slightly  in  some  eases  the  bones 
take  part  in  the  enlargement.  The  principal  mass  of  the  so-ealled  "  hear's 
paw  "  is  funned  hy  the  soft  parts,  so  that  here  t!ie  cnnvictinn  is  ahnost  foretxl 
upon  ns  that  the  enhirgement  of  the  hones,  the  thickening  as  well  as  the 
elongation,  arises  only  secondarily  as  a  supi>ort  for  the  increased  mass  of 
the  soft  parts,  and  that  in  the  exostoses  at  the  insertions  of  the  ligaments  and 
muscles  we  may  also  recognize  the  reaction  of  the  enormous  increase  in  weight 
which  is  to  move  the  extremities.  Tlie  hypertrophy  of  the  soft  parts,  as  wo 
may  convince  ourselves  both  macroscopieally  and  niieroscopically,  is  due  to 
extremely  tense  connective  tissue  strands  richly  permeated  witli  elastic  fibers. 
These  first  thicken  from  the  cutis  itself  downward.  Afterward,  enlarge- 
ment of  the  jrapilla^  and  thickening  of  the  i^pidermis  l*ecome  visible.  The 
connective  tissue  proliferation  is  most  massive  in  the  snbcutis,  next  in  the 
deep  fatty  layers  of  the  hands  and  feet.  Each  fat  globule  appears  to  be  sur- 
rounded hy  its  own  thick  connective  tissue  capsule,  and  connective  tissue 
forces  its  way  also  l>etween  the  fat-cells  in  thick  layers,  although  we  cannot 
recognixe  any  derided  afro|>liy  of  the  fat-cells.  In  one  of  my  cases  I  foimd 
the  fat  globules  permeated  in  many  places  by  a  loose  fibrous  connective  tissue 
rich  in  mucin.  Nevertheless,  by  their  outlines  and  by  isolated,  well  preserved 
fat-cells,  the  distribution  of  the  lobules  is  still  easily  recognizable,  also  their 
sharp  line  of  {lenmrcation  from  the  tense  connet*tive  tissue  of  the  surroundings. 
This  remarkable  condition  of  the  fatty  tissue  accounts  for  the  fact  that,  in 
fresh  sections,  it  exudes  like  a  compressed  tilling,  and  gives  the  irnpresston, 
described  by  stneral  authors,  that  the  skin  is  too  scant  for  its  contents.  The 
sweat-glands  and  nerve  trunks  of  the  cutis  and  of  the  sid_>cutis  have  their  own 
special  thickened  layers  of  connective  tissue,  and  we  may  note  in  the  cutaneous 
nerves,  what  Arnold  first  described,  viz.:  that  connective  tissue  forms  between 
the  individual  fibers.  The  degeneration  particularly  described  by  P.  Marie 
and  Marinescu,  I  could  find  in  only  one  of  the  cases  investigates!  by  me,  Imt 
T  do  not  doubt  that  it  is  fre<pieutly  a  natural  constM|uence  of  the  previously 
deseribed  alterations.  The  same  may  also  be  said  of  the  muscles,  in  wbieli 
alao  the  hypertrophy  of  connective  tissue  is  probably  the  primary  factor  and 
degeneration  the  occasional  conseipience.  Besides  these  diffuse  changes,  fibro- 
mata mollusca,  papillomata,  and  almormai  pigmentation  are  also  observcnl. 
The  sebaceous  glands  and  the  hair  renuun  <juite  normal,  nor  was  I  able  to  find 
any  decided  abnormalities  in  the  vessels. 
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Of  the  paUiologieal  findings  in  internal  organs  I  shall  first  briefly  men- 
tion a  number  of  tlie  less  constant  ones.  The  internal  organs  may  be  impli- 
cated in  the  hypertrojthy  so  that  splanchnomegalia  has  been  spoken  of.  We 
cannot,  however,  determine  in  these  findings  in  how  far  the  observers  were 
dealing  with  simple  gigantism,  and  how  far  it  was  a  progressive  enlargement 
caused  by  acromegalia.     This  doubt  applies  to  the  large  kidneys  and  livers 
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of  many  acromegalics.  In  other  organs,  as  in  the  heart  and  the  spleen, 
pathologic  enlargements  occur,  yet  they  must  not  be  looked  upon  as  conse- 
quences of  the  acromegalic  process,  but  as  independent  diseases. 

Corresponding  to  the  clinical  symptoms,  the  frequently  determined  hyper- 
plasias or  degenerations  of  the  internal  female  genitalia  and  of  the  testicles 
are  perhaps  in  intimate  relation  to  the  pathologic  process,  while  the  cutaneous 
parts  of  the  external  genitalia  are  frequently  implicated  in  the  acromegalic 
enlargements. 

In  the  pancreas,  connective  tissue  h}T>erplasia  has  been  described  several 
times.  On  account  of  the  frequent  complication  of  acromegalia  with  dia- 
betes, we  might  easily  interpret  this  as  a  result  of  the  acromegalic  process. 
But  in  the  cases  investigated  by  me,  particularly  in  the  one  combined  with 
diabetes,  the  pancreas  was  perfectly  normal,  while,  in  another  case  in  which 
connective  tissue  increase  was  present,  diabetes  did  not  exist. 

The  central  nervous  system,  i.  e.,  the  base  of  the  brain,  may  be  involved 
directly  and  to  a  marked  extent  by  the  tumor  of  the  hypophysis,  particularly 
the  infundibular  region,  the  pons,  and  the  optic  chiasm.  All  other  findings, 
such  as  column  degeneration  of  the  spinal  cord,  represent  only  accidental 
complications.  In  the  cervical  sympathetic,  Marie  and  Marinescu  found  con- 
nective tissue  increase  and  ganglion  degeneration,  and  this  was  several  times 
confirmed  by  other  observers.  In  my  cases  I  was  unable  to  recognize  decided 
changes  in  this  region. 

The  chief  interest  of  pathological  researches  has  been  concentrated  for  a 
long  time  upon  the  so-called  "  blood-vessel  glands."  Of  these  the  thymus 
gland  first  attracted  attention  for  a  short  time  after  Klebs  had  ascribed  to 
it  a  predominant  role  in  the  disease.  The  enlargement  of  the  thymus  gland 
is,  in  fact,  a  very  frequent  finding.  The  gland  may  extend  into  the  anterior 
mediastinum,  so  as  to  correspond  with  that  of  the  new-lx)rn,  though  in  com- 
parison it  is  actually  larger.  The  adrenals  are  large  but  normal.  The  thy- 
reoid gland  may  develop  into  a  massive  goiter,  or  may  be  decidedly  atrophic. 
The  enlargement  may  be  of  any  of  the  types  usually  found  in  goiters,  without 
any  predominant  spocifie  form  being  recognizable.  The  degenerative  forms  evi- 
dently have  nothing  in  common  with  those  characteristic  of  myxedema.  In  my 
case  the  glomus  carotideum  was  examined,  and  found  to  be  small  and  normal. 

In  the  pathology  of  acromegalia  our  greatest  interest  is  in  the  hypophysis. 
Since  the  first  undoubted  autopsy  findings  of  Verga  in  a  case  of  acromegalia, 
the  characteristic  findings  in  the  skeleton  by  v.  Langer,  and  the  observation 
of  tumors  of  the  mucous  gland  (pituitary  body),  the  autopsies  in  acromegalia 
have  been  more  numerous.  In  accordance  with  the  size  and  character  of  the 
tumor,  the  (h^scripticm  of  the  findings  varies.  There  are  extant  descriptions 
of  the  i)ituitary  gland  which  show  that  the  authors  did  not  consider  this  to  be 
at  all  cilia rircnl,  aii<l  wo  can  only  base  our  assumption  of  an  enlargement  upon 
the  fact  that  masses  were  mentioned  as  present.  In  other  cases  the  enlarge- 
ments are  distinct,  hut  only  of  moderate  degree.  Thus,  in  two  cases,  I  have 
found  tumors  ai)ont  the  size  of  a  cherry,  one  of  which  eroded  the  groove  of 
the  pituitary  body  an<l  the  other  the  dorsum  selhe.  The  enlargements  are  of 
every  degree  up  to  the  size  of  a  goose's  egg  or  even  an  apple.     These  either 
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develop  downward  and  jjcnetrate  the  entire  f^plioDoid  bone  to  the  pharynx,  as 
in  a  case  of  Hansemann  and  in  one  of  my  cases,  or  develop  upward  and  com- 
presri  and  dis-place  the  organs  at  the  l>ase  of  the  hrain,  as  well  as  the  nerves 
and  venous  siniLses  .situated  upon  both  sides  of  the  sella  turcica.  This  lia?? 
been  variously  described ;  in  one  of  my  eases  the  development  was  upward  and 
also,  to  a  slight  degree,  downward.  The  tumnr  invariably  develops  from  the 
anterior  lobe  of  the  gland,  and  in  a  few  cases  has  been  described  as  simple 
hvperplasia  of  the  gland.  In  other  instances,  adenoma  or  struma  hyperplnstica 
of  the  ghmd  is  dirt^lly  nientionecl.  Besides  these,  in  still  other  cases,  pmlif' 
eration,  softening,  cysts  or  connective  tissue  hyperplasia  have  been  found. 
Finally,  in  a  great  number  of  cases  the  tumors  have  bti-n  regarrh^d  as  malig- 
nant. Among  these,  isolated  cases  of  glioruata  have  been  uientioned.  Claus 
and  van  der  Stricht  found  a  lyinphadenoma.  The  majority  of  malignant 
tumors  of  the  pituitary  gland  have  been  found  to  Ix?  sarcomata.  Sternberg 
has  laid  particular  stress  upon  the  fact  that  iu  the  six  eases  of  malignant 
acromegalia  which  were  known  up  to  the  time  of  the  publication  of  his  mono- 
graph, the  tumors  were  all  sarcomata.  In  the  meantime  (lubler,  in  a  case 
of  malignant  acromegalia  histologically  investigated  by  Hanau,  and  I  myself 
in  at  least  two  cases,  found  tumors  of  the  hypophysis  which  were  similar  to 
the  malignant  variety,  and  which  upon  superficial  examination  might  also 
have  been  looked  upon  as  sarcomatous.  But  we  recognized  the  tumor  cells 
as  originating  from  the  epithelium  of  the  hypophysis,  and  designate*!  these 
tumors  as  hyperphistic.  and  eventually  as  malignant  adenomata.  Hanau  ex- 
presseil  the  suspicion  that  in  the  cases  described  as  sarcomata  the  same  ade- 
nomatous form  of  tumor  was  really  present.  I  was  al»le  to  ilemonstrate  iu 
my  four  cases  that  the  character  of  the  tumor  was  in  the  main  the  same,  and 
that  its  origin  could  be  found  in  the  glandular  epithelium  of  the  anterior  lolje 
of  the  pituitary  body.  I  wish  to  lay  special  stress  upon  a  fact  (also  notai 
by  Tandiurini)  that  in  at  least  three  of  my  cases,  a  large  part  of  the  tumor 
consisted  of  a  very  peculiar  form  of  epilhelium,  the  "granular  cells,"  which 
correspond  to  the  so-called  chromophilic  cells  of  Flesch.  These  are  the  cells 
which  are  looked  upon  as  the  essential  functionating  cells  of  tht^  normal  gland. 
I  presume  tiuit  in  every  case  of  hypophysial  tumor  the  hyperphistic  prolifera- 
tion  of  the  cells  is  the  basis  for  a  neoplasm,  and  that,  in  the  further  course,  a 
malignant  degeneration  of  the  tumor  starts  in  these  cells;  or  a  malignant  pro- 
liferation  of  other  tissue  elements  may  replace  this  primary  new  formation 
and  so  destroy  it. 

When  we  consider  the  supposed  importance  of  the  hypophysial  tuinor  in 
the  clinical  picture  of  acromegalia,  we  must  admit  that  it  is  by  no  means 
free  from  ol»jections.  Several  hypotheses  in  marked  contrast  to  each  otlier 
may  be  mentioned.  The  most  extreme  (in  one  direction)  assumes  that  the 
tumor  of  the  hypophysis  is  only  a  symptomatic  enlargement  of  the  organ 
which  may  be  markedly  developed,  slightly  developed,  or  entirely  absent.  Tn 
opposition  to  this  is  the  conception  that  an  abnormal  function  of  the  hypophy- 
sis is  the  sole  cause  of  the  disease.  A  more  conservative  view  ascrilie-s  the 
disease  to  a  primary  anomaly  nf  the  "  blood-vessel  glands/*  among  which  the 
hypophysis  is  to  some  extent  implicated. 


240  ACROMEGALIA 

The  question  cannot  now  be  determmed  with  absolute  certainty  because 
we  must  admit  that  it  is  uot  yet  fully  recognized  that  tlie  hypophysi.s  is  dis- 
eased in  all  cases  of  acromegalia.  No  less  an  authority  than  K.  Virchow  has 
maintaineil  from  the  Ijegiuniug  that  the  changes  in  tlie  hypophysis  are  a  sec- 
ondary Jiuding  and  were  absent  in  some  of  his  characteristic  cases,  A  case 
from  Virehow's  Institute  has  lately  been  pulilislied  by  0,  Israel,  which  appar- 
ently proves  this.  These  extraordinary  differences  in  opinion  can  only  be 
reeoneiled  by  the  fact  that  the  differential  diagnosis  of  the  disease  is  by  no 
means  so  exact  as  might  appear  from  the  publications  of  P.  Marie  and  Stern- 
berg. It  must  he  f>orne  in  mind  that  any  of  the  individual  symptoms  of  tlie 
disease,  the  peculiar  ossc^ous  growth,  the  clmnges  in  the  soft  parts,  the  macro- 
glossia,  and  even  the  tumor  of  the  hypophysis  may  occur  independently. 
Hence  in  many  cases  a  diiference  of  opinion  may  arise  as  to  what  syraptom- 
complex  justifies  the  diagnosis  of  acronu^galia.  Yirclmw  lays  great  stress 
upon  the  changes  in  the  ttones  of  the  extremities,  ami  undoubtedly  lias  fur- 
nishetl  incontestable  proof,  which  is  confirmed  by  the  case  of  O.  Israel,  that 
they  also  occur  without  a  tumor  of  the  hypophysis.  This  was  also  recognized 
by  Pierre  Marie  wlio  diagnosticated  a  similar  disease  of  the  extremities  as 
by  fie  rf  rophi  c  osteoa  r  t  h  ropa  thy. 

I  believe,  however,  that  if  we  adhere  to  the  name  acromegalia  for  the 
classical,  clinical  and  anatomical  symptom-complex  of  P.  Marie  alone,  we 
must  admit  that  the  changes  in  the  soft  |mrts  and  in  the  bones  of  the  face  have 
at  least  as  much  importance  as  those  of  the  bones  of  the  extreruities.  In  the 
case  of  Israel  clinical  oliservation  together  with  the  autopsy  findings  in  the 
bone  reveal,  as  the  celeljrated  author  himself  emphasized,  that  other  impor- 
tant symptoms  of  acromegalia  besides  the  tumor  of  the  hyj^opbysis  were  absent. 
It  appears  to  nie  uiost  important  that  ttiere  was  no  record  of  the  acromegah'e 
macroglossia  and  the  corresponding  deformity  of  the  lower  jaw.  We  may^ 
therefore,  safely  deny  that  this  case  is  acromegalia,  and  must  agree  with  the 
author  that  it  is  inadvisable  to  deduce  from  it  any  far-reaching  conclusions 
as  to  the  nature  of  acromegalia. 

The  fact  is  much  more  important  that  in  literature  quite  a  number  of  cases 
are  mentioned  in  which  true  adenomata  of  the  hypophysis  were  found  with- 
out acromegalia.  J  still  entertain  the  hope  that  by  careful  investigation  with 
the  most  approve*!  methods  we  may  find  tliesc  tumors  to  deviate  from  the  type 
of  those  occurrhig  in  acromegalia.  In  a  case  recently  examined  l>y  me,  the 
question  arises  whether  the  age  of  the  patient,  sixty  years,  might  not  explain 
the  absence  of  corresponding  general  symptoms.  Opposed  to  the  view  that 
the  tumor  of  the  hypophysis  is  a  symptom  and  not  the  cause  of  acromegalia 
is  the  fact  that  the  cumrnon  iypa  of  hypophysial  tumors  differs  from  the  normal 
structure  of  the  gland  {as  was  especially  apparent  in  all  of  my  four  cases  which 
were  minutely  investigated)  as  well  as  from  the  other  acroraegalic  hyper- 
plasias, which  in  the  main  are  composed  of  connective  tissue. 

The  opinion  that  disease  of  the  hvpopbysis  produces  the  Bymptoms  of 
acromegalia  only  by  co-operation  with  the  other  blood-vessel  glands  is  not  in 
accordance  with  the  fact  that  no  other  blood-vessel  gland  is  so  constantly 
involved  in  the  disease  as  the  pituitary  body.     Indeed  this  is  not  even  approxi- 
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mately  the  case.  The  sirmptoms  %vhich  have  ]mm  reengnizod  as  corise<|uenecs 
of  diseases  of  the  other  blootl-vessel  glatKLs  are  gem'nilly  absent  m  the  clinieal 
picture  of  aeruinegalia ;  or,  if  they  do  weiir,  they  represent  distinet  eompli- 
cations,  and  the  char  act  eristic  changes  of  acromegalia  are  not  produced  by 
di^ase  of  any  of  them.  Finally,  the  especial,  peculiar,  hi.stoh:)gieal  structure 
of  the  hypophysial  disease  favors  the  opinion  that  this  plays  a  role  entirely 
different  from  that  of  tlie  other  blofMl-vessel  glands. 

In  &o  far  as  we  can  arrive  at  logical  conclusions  by  exclu&ion  and  without 
experiment,  we  may  maintain  the  view  which  w^as  first  expressed  hy  Pierre 
Marie  that  disease  of  the  hypophysis  is  the  etiologic  factor  in  acromegalia. 

We  will  now  consider  in  what  manner  the  hypophysis  causes  the  disease. 
The  original  view  of  Pierre  Marie  that  the  changes  arc  due  to  an  absence 
of  function  of  the  degenerated  hypophysi.';^ — as  in  myxedema  by  an  absence  of 
function  of  the  thyreoid — is  not  substantiated  by  our  more  exact  knowledge  of 
the  character  of  the  glandular  proliferation.  Somewhat  more  reasonable  and 
l)etter  foundwl  are  the  hypotheses  of  lirtnsenuinn  and  Fthoff,  who  hold  that 
the  relation  between  the  enlargement  of  the  hypophysis  and  the  affected  parts 
is  an  altruistic  hyperplasia.  In  whatever  way  the  progressive  development  of 
the  hy|>o}ihysis  is  produced,  in  that  way  the  progressive  development  of  other 
parts  (extremities,  bones  of  the  face  and  interna!  organs)  is  also  brought 
about.  According  to  TIansemann,  altruistic  hyper]:>lasia  may  occur  with  organs 
that  have  an  einbryologic  connection, as  l>etween  the  anterior  lobe  of  the  hypoph- 
ysis and  the  tongue,  but  we  can  hardly  say  that  there  is  any  such  relation 
between  the  ghmd  and  the  extremities.  This  view  becomes  even  less  tenable 
when  it  is  clearly  demons! ratcil  that  neither  the  changes  of  the  hypophysis 
nor  tliose  of  the  extremity  represent  simple  progessive  hyper])lasia,  and  that 
in  both  we  are  deaDug  with  new  tiimor-like  formations  of  entirely  atypical 
nature. 

Id  my  previously  published  articles,  I  have  accepted  the  view  of  Tamburini, 
as  do  also  Hanau  and  Woods  Hutchinson,  that  the  pathologic  development  of 
the  hy]>ophysis  is  due  to  a  hyperactivity  and  over-prodnetion  of  the  secre- 
tion which  is  to  be  utilized  internally.  Tamburini,  at  any  rate,  attributes 
the  phenomena  of  growth  to  these  causes,  while  the  cachexia  observed  in  the 
later  stages  of  the  disease  is  regarded  as  a  consequence  of  the  adenomatous 
and  cystic  degeneration  of  the  gland.  For  several  reasons  this  theory  must 
now  be  somewhat  modified.  First,  in  its  original  form,  the  division  of  the 
disease  into  two  phases  is  impossible.  (Jn  the  contrary,  in  the  purest  type 
of  acromegalia,  Sternberg's  malignant  form,  the  development  of  the  tumor 
of  the  hypopliysis  is  unquestionably  combined  with  symptoms  of  peripheral 
hyperplasia  and  the  injurious  effects  of  this  upon  the  entire  organism.  Tam- 
burini's  thef^ry  is  also  ditTicnlt  of  acceptance  ijci'ause  its  adlierents,  as  well 
B3  its  Opponents,  have  been  forced  to  the  conclusion  that  if  his  views  are  cor- 
rect, the  secretion  of  the  hypophysis  must  also  influenee  the  normal  growth 
of  the  body;  Woods  Hutehinson  has  gone  so  far  as  to  declare  that  the  b3rpophy- 
sis  is  the  center  for  Imdy  growib. 

These  difficulties  lessen  when  the  processes  of  peripheral  growth  are  recog- 
mzed  as  constant  but  less  important  consequences  of  acromegalia  (which  ia 
17 
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clear  to  me),  and  the  true  nature  of  the  disease  is  conceived  as  a  tumor-like 
formation  in  the  connective  tissue  which,  as  Erb  and  Ponfick  have  already 
pointed  out,  resembles  that  of  elephantiasis  and  also  myxedema.  It  might 
be  more  easy  to  ascribe  the  symptoms  of  the  disease  to  the  action  of  a  specific 
toxic  secretion  which,  under  normal  circumstances,  possesses  an  unknown 
function,  and  which  is  present  in  the  circulation  in  such  slight  amounts  that 
no  deleterious  effect  is  produced.  I  refer  to  the  zymogen-like  gi-anules  secreted 
in  the  chromophilic  cells  which,  in  at  least  three  of  my  cases,  I  found  enor- 
mously increased,  while  in  the  normal  gland  their  action  appeared  of  less 
importance.  I  believe  it  may  be  strictly  maintained  that  if  there  is  a  lessen- 
ing of  the  normal  supply  of  the  bodies  to  the  circulation  they  may  affect  the 
activity  of  digestion  as  profoundly  as  the  blood  plasma  as  shown  by  recent 
investigations.  Hence  an  over-production  of  them  may  cause  severe  damage 
to  the  tissues  of  the  body. 

TREATMENT  .     .    ^,. 

In  conclusion  I  shall  refer  briefly  to  the  therapy  of  the  affection.  I  have 
only  negative  points  to  report,  since,  up  to  the  present  time,  it  has  been  abso- 
lutely without  effect.  Yet  a  knowledge  of  the  pathology  of  the  disease  may 
prevent  error  in  the  choice  of  therapeutic  measures.  The  uncritical  way  in 
which  organotherapeutic  "  curative "  results  have  been  published  led,  as  a 
matter  of  course,  to  the  production  of  hypophysis  tablets  and  their  admin- 
istration to  acromegalics  as  soon  as  it  became  known  that  in  acromegalia  the 
hypophysis  appeared  to  be  affected.  Fortunately,  it  has  been  demonstrated 
both  by  the  use  of  these  and  by  animal  experiment  that  the  administration  of 
the  pituitary  gland  by  mouth  is  quite  harmless;  we  may  assume  that  its 
active  constituents  are  rendered  inert  by  the  digestive  fluids.  Otherwise,  we 
would  realize  the  unpleasant  truth  that  this  therapy  must  aggravate  the  dis- 
ease by  increasing  the  materia  peccans.  Until  a  hypophysis  antitoxin  is  pro- 
duced, the  only  rational  treatment,  based  on  the  pathology  of  the  disease, 
must  be  the  extirpation  of  the  hypophysial  tumor.  We  cannot  understand 
why  the  hand  of  the  fearless  surgeon  who  has  dared  to  attack  the  neighboring 
Gasserian  ganglion  should  halt  at  this  operation. 
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In  attempting  to  descTilve  a  dii^ease  so  familiar  and  eommonplace  as  chronic 
articiilur  rlieumatism  (this  appears  to  be  the  prevalent  opinion  in  regard  to 
it),  it  is  almost  necessary  to  hegin  with  a  aiplalio  henfivolvnlm,  A  few  years 
ago,  when  I  began  to  study  this  disease  somewhat  in  detail,  1  learned  that  it 
had  long  attractei!  the  attention  of  many  seienli.sts.  The  last  of  the  greater 
eonipilutions,  that  by  Pribram,  although  by  no  means  exhaustive,  contains 
notes  of  over  500  investigations  whieh  refer  to  ehronie  artienlar  rheumatism, 
and  among  the  antbors  are  foimd  the  most  prominent  names  in  medieal  sci- 
enee,  of  wliom  I  shall  mention  Chareot,  I^uebard,  Lancereaux,  Pierre  Marie 
in  Franee,  the  Garrods,  father  and  son,  in  England,  Kiebard  Volkrnann, 
Senator,  Hiiumler,  and  Albin  Holfnuinn  in  (Germany. 

The  disease  is  by  no  means  a  new  one;  it  was  familiar  to  the  aneients 
who  eonfonnded  it  witli  gout  and  designated  it  by  the  eolleetive  term  artliritis. 
It  was  not  until  the  year  1800  that  Landre-Beauvairi  expressly  pointed  out 
that  the  disease  was  a  distinct  entity.  Alfrc^i  (jarro<l  in  his  eetehrated  book 
on  gout  proved  tliat  the  deposit  of  urate  salts  which  is  tbe  maler'ui  pttmns 
in  the  joints  alTetted  hy  gout  never  occurs  in  ehronie  articular  rheumatism. 
Nevertheless,  there  are  still  some  authors  who.  even  in  recent  years ^  have 
endeavored  to  merge  t!ie  two  diseases,  tielievkig  them  to  Ije  one.  This  attempt 
is  due  to  the  fact  that  certain  ]>henomena  in  the  joints,  and  many  of  the 
accompanying  and  sul)st^quent  symptoms  in  both  diseases,  may  be  the  same; 
we  shall  refer  later  to  this  point  more  in  detail. 

The  manifestations  of  ehronie  articular  rheumatism  are  very  various,  and 
if  the  descriptions  of  diiTerenl  authors  are  compared  with  one  another,  it  is 
often  ditlieutt  to  believe  that  they  are  portraying  the  same  disease.  What 
one  experienced  observer  descril>es  as  a  frequent  finding,  tinother;  no  less 
experienced,  has  s<'arcely  ever  seen.  Similar  to  this  is  the  variety  of  opinions 
in  regard  to  the  etiology;  greater  diversity  of  views  can  scarcely  be  conceived. 
Acwrdiug  to  some  authors,  for  instance,  M,  SehOller  and  Hannatyne,  chronic 
rheumatism  is  an  infectious  disease  in  whieh  there  can  be  invariably  demon* 
strated  certain  microorganisms;  to  otbers  (  Bouchard,  lancereaux)  the  disease 
is  the  exprassion  of  a  constitutional  anomaly  which  is  markcHlly  hereditary, 
running  in  famihes,  and  showing  itself  by  nunuTOus  other  symptoms^  Other 
writers  believe  that  the  atfeetion  is  in  the  main  a  local  process  confined  to  the 
joints  and  periarticular  tissues.  Finally,  there  are  some  who  consider  it  a 
disease  of  the  central  nervous  system. 

2MS 
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Just  as  diverse  is  the  nomenclature.  Almost  every  author  has  attempted 
to  arrange  the  varying  pathological  pictures  in  distinct  groups  (all  mentioned 
by  Pribram),  and  of  the  names  that  have  been  chosen  some  refer  to  the  clinical 
course  (for  instance,  Charcot's  rheumatisme  articulaire  chronique  progressif). 
some  to  the  shapes  assumed  by  the  joint  (arthritis  deformans  of  Virchow  and 
E.  Volkmann,  rheumatisme  noueugi:  of  Trousseau),  some  to  the  anatomical 
findings  (M.  Schiiller's  polyarthritis  villosa)  and  some  to  their  authors^  etiolo- 
gic  views,  for  example,  rheumatisme  goutteux,  diathesique  (Pierre  Marie)  and 
infectieux  (Teissier  and  Koque). 

This  confusion  is  increased  by  the  fact  that  the  same  title  is  applied  to 
quite  opposite  pathological  conditions.  Thus,  the  rheumatisme  deformant  of 
the  French,  with  effusion,  proliferation  of  the  capsule,  and  spindle-shaped 
swelling  of  the  joint,  is  identical  with  what  the  German  surgeons  and  clin- 
icians (following  R.  Volkmann)  call  chronic  rheumatism  in  contrast  with 
arthritis  deformans,  which  is  characterized  by  atrophy  of  the  capsule  and 
proliferation  of  the  bone,  in  many  joints  or  in  one  alone  (for  example,  the 
malum  senile  coxae). 

This  confusion  can  only  be  cleared  up  by  describing  briefly  all  the  principal 
types  of  joint  disease. 

1.  When  a  young  person,  after  brief  prodromal  symptoms  or  a  tonsilitis 
with  fever,  is  attacked  with  painful  swelling  of  the  joints,  the  inflammation 
spreading  from  one  joint  to  another,  affecting  large  and  small  joints  alike, 
and  without  predilection  for  any — when  the  endocardium,  the  myocardium, 
the  pericardium,  the  pleurae,  perhaps  even  the  meninges  are  involved — we 
recognize  in  this  picture  an  infectious  disease,  acute  articular  rheumatism, 
and  we  know  that,  as  a  rule,  it  runs  its  course  without  leaving  permanent 
changes  in  the  joints.  Exceptionally,  however,  swelling  of  one  or  more  joints 
and  moderate  pain  and  stiffness  remain.  After  weeks  or  months  the  joint 
function  is  more  or  less  completely  restored  or  the  diseased  condition  becomes 
permanent.  This  is  chronic  arthritis,  resulting  from  an  attack  of  typical 
acute  articular  rheumatism. 

Now  as  the  primary  forms  of  chronic  arthritis  may  begin  with  acute 
febrile  attacks,  their  differentiation  is  often  difficult.  Davaine  closely  studied 
the  disease,  and  laid  especial  stress  upon  possible  prodromes,  splenic  tumor, 
visceral  complications,  the  ease  with  which  the  effusion  in  the  joint  may  be 
displaced,  the  absence  of  trophic  disturbances  (atrophy  of  the  muscles),  and  the 
absence  of  family  predisposition  to  acute  articular  rheumatism.  Unquestion- 
ably Davaine  has  arranged  this  in  too  schematic  a  manner,  and,  therefore, 
in  any  individual  ease  we  may  waver  for  a  time  in  our  decision;  the  occur- 
rence of  secondary  chronic  rheumatism  is,  however,  recognized  by  all  later 
authors. 

2.  The  second  form  is  prone  to  attack  persons  between  thirty  and  forty 
years  of  a^rc  The  disease^  is  ushered  in  with  fever  and  pains  in  the  joints, 
which  are  swollen  but  not  to  the  same  extent  as  in  acute  rheumatism.  They 
have  an  elastic,  tense  fe('lin<r,  but  fluctuation  is  obtained  with  difficulty;  the 
skin  is  sli<xhtly  reddened,  and  is  edematous  above  and  below  the  joint  so  that 
the  affected  joint  shows  a  spindle-shaped  swelling.    Gradually  new  joints  are 
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attacked  or  those  affected  improve,  but  a  niimlK^r  of  those  first  attacked  always 
remain  permanently  diseased. 

The  joints  exliibit  eonspicnoos  regularity  in  the  order  of  their  involve- 
ment. First,  the  smaller  joints  of  the  tjodj  are  attacked;  t!xe  pluilangeal  and 
interphalangeal  joints  of  the  lingers  with  the  excepUon  of  the  thumb,  the 
corresponding  joints  of  the  ttx's,  tlien  tliose  of  the  hands,  of  the  elbows  and 
km*e8;  the  shoulder  and  hip  are  almost  always  exempt.  The  disease,  how- 
ever^ shows  a  preference  for  certain  joints  which  are  usually  spared  by  acnte 
polyartliritis,  such  as  the  jaw,  the  sternoclavicular  joint  and  the  sternocostal 
joints.^  Secondly  the  atfection  is  conspicuously  symmetrical :  Almost  always 
both  hands,  both  feet,  b(>tli  knees  are  attacked;  only  the  joints  mentioned 
aliove  are.  as  a  nde,  attacked  unilatenilly.  The  further  course  of  the  disease 
varies.  Either  the  joints  retuni  more  or  less  to  the  normal,  to  be  similarly 
attackeii  after  months  or  years  (often  acntely  and  with  fever)  or  the  affection 
is  "  chronic  from  the  onset;"  and  in  time  changes  occur  in  the  joints  which 
prefigure  the  third  form  now^  about  to  t)e  described. 

3.  The  third  form  generally  attacks  elderly  persons,  particularly  women 
during  the  menopause;  the  disease  liegins  with  indistinct  nervous  symptoms, 
drawing  or  tearing  pains,  furry  sensations  or  formication,  sensations  of  cold, 
etc*,  in  the  hands  and  fc?et.  The  patients  notice  that  the  motility  of  the 
fingers  gradually  decreases.  Fine  movements  such  as  sewing,  knitting,  writ- 
ing, become  difficult,  particularly  in  the  morning  and  during  cold  weather. 
Careful  observers  note  that  the  ends  of  the  joints  and  the  basic  and  inter- 
phalangeal  joints  are  slightly  thickened ;  they  feel  hard  and  are  not  very 
tender  on  pressure.  The  tingers  gradually  deflect  toward  the  ulnar  side,  and 
this  is  first  noticeable  in  the  proximal  joint  with  the  extended  interphalangeal 
joints;  finally  complete  subluxation  resuUs  in  the  basic  joint,  though  in  this, 
as  well  as  the  other  changes,  the  thumb  is  rarely  implicated.  The  inter- 
osseous spaces  show  deep  grooves;  the  ball  of  the  thumb  and  tittle  finger  are 
atropliied.  The  same  changes  take  place  in  the  toes.  Muscular  contractures 
appear  early  and  cause  abnormal  positions  of  the  extremities,  Charcot,  with 
his  artistic  miml,  attempted  lo  arrange  these  positions  according  to  a  system: 
A  flexion  and  an  extension  type  (more  correctly  a  hvpLT-extension  tyjyQ)  each 
type  with  several  sub- varieties.  If,  with  Vidal,  we  accept  also  an  extension 
type  (straight  line)  ever}'  imaginable  form  resnlts,  and  if  we  reflect  that  the 
fingers  of  the  same  hand  may  present  various  types  side  l>y  side,  the  value 
of  this  schematic  division  will  not  appear  great.  Besides  the  muscular  con- 
tracture, changes  in  the  joints  add  to  tlie  immobility';  the  capsule  shrinks  to 
fibrinous  strands,  the  surfaces  of  the  joints  coalesce  by  connective  tissue  liga- 
ments, exostoses  and  ec^^bondroscs  appear:  The  final  result  in  well  marked 
cases  is  complete  immobility  of  (lie  joints  in  abnormal  positions;  the  unfor- 
tunates are  condemmxl  to  permanent  invalidism,  and  fill  a  large  part  of  our 
almshouses  and  homes  for  incurables. 

This  form  differs  from  the  two  first  mentioned  by  its  gradual  and  afebrile 


1  These,  however,  jinimuKti  rarely,  are  sometimes  attacked  in  ajcute  polyarthritis; 
indeed,  the  jaw  may  be  the  only  joint  attacked   (Hamm,  MjuuMBe), 


onsefr,  its  slow  course,  the  alisenee  of  eflfusion  into  the  jointi^,  cutaneous  edema 
aud  eapsulur  swelling.  It  resembles  them  in  a  preference  for  the  sniall  joints 
and  in  the  eonspieuous  symmetry;  moreover,  every  pos^sible  transitional  form 
occurs,  so  that  they  can  only  arbitrarily  be  ditTcrentiated.  More  correctly, 
perhaps,  we  may  call  them  dilTerent  dcvelopmonti?  of  the  same  disease.  There- 
fore I  have  not  yet  aeceptefl  the  division  which  is  oflen  made  (lately  by 
Curschinann)  into  chronic  ortlcular  rheumatism  and  arfhriim  deformans.  I 
agree  with  Charcot^  who  designates  the  two  as  the  exudative  and  the  dry 
form  of  primffrj/  ihronic  progresfiivi'  imfffarlhrilis. 

4,  The  fourth  form  is  characterized  hy  appearing  in  elderly  persons  and 
in  the  aged,  by  a  markedly  elironic  course,  by  invariahle  limitation  to  one 
or  more  large  joints,  and  frecpiently,  although  not  always,  by  its  eonntn^tioa 
with  trauma.  This  is  the  arihriiis  deformans  of  R  Volkmann,  the  rheuma- 
tisme  chroni(]ue  partiel  of  (luircot,  tire  best  known  type  of  which  is  the  nudum 
senile  coxic.  Rut  this  atfeclion  is  not  infrefiuently  noted  in  the  fourth  and 
fifth  decades  of  life,  most  often,  perhaps,  in  tlie  shoulder  after  a  fall  or 
contusion. 

EfTusion  is  almost  always  absent.  When  the  patient  is  at  rest  the  pains 
are  moderate  or  cease  entirely:  moYcnicnt  is  limited  to  a  great  extent,  muscle 
contractions  or,  at  least,  constrained  positions,  generally  occur  and  atroj^hy 
is  freijuent  (in  the  shoulder,  mostly  of  the  deltoid  and  triceps).  Upon  move- 
ment, friction  and  enieking  are  heard  and  felt  in  tlie  ends  of  the  joints.  After 
the  disease  has  lasted  a  long  lime  deformities  due  to  exostoses  and  eechon- 
droses  invariaidy  appear.    These  will  be  descrihcsl  below. 

5,  The  fifth  form  includes  the  chronic,  deforming  and  ankylosing  dis- 
eases of  the  vertebral  column  (Pribram).  Julius  Braun,  in  1875,  was  the 
first  to  collect  a  large  nuuiher  of  cases.  Striimpell  described  the  implication 
of  the  hip- joint  in  arthritis  of  the  vertebral  column.  Pierre  Marie  in  1898 
worked  out  the  symptomatology  of  '^  spondyiose  rhizomelique"  which  appears 
in  men  iunucdiatcly  after  the  completion  of  their  growth,  and  consists  in  com- 
plete adhesion  of  all  vertebrae,  scoliosis  and  kyphosis  of  the  shoulder-  and  hip- 
joints,  but  with  intact  extremities.  Another  form  was  des(n'ibed  liy  Bechtercw 
in  lS92r  Limited  movement  in  the  vertebral  column  with  anterior  curvature, 
particularly  of  the  upper  parts;  associated  with  this  pareses  of  the  muscula- 
ture of  the  neck,  trunk  and  extremities,  and  atrophy  of  the  muscles  of  the 
back  and  scajuda.  Cominon  to  Uith  of  these  forms  are  nervous  disturbances 
—anesthesia  and  fmresthesiit.  neuralgia,  paralyses  aud  muscular  atrophies  in 
varying  form  and  extent.  The  Striimpell-Marie  form  distributes  itself  from 
below  upward;  Bechterew's  variety  from  the  shoulder  to  the  hip. 

In  the  meantime,  in  a  large  nmnber  of  observations,  particularly  those 
compiled  by  W,  Anschiitz,  it  wa.s  noted  that  a  sharp  differentiation  of  these 
fonns  is  irapraetieub!e,  that,  on  the  contrary,  numeroua  transitional  stages 
are  observed.  Some  of  these  begin  at  the  upper  or  lower  end  of  the  vertebral 
column,  with  or  without  involvement  of  the  joints  of  the  trunk,  or,  finally. 
in  combination  with  elironic  arthritis  of  tlie  extremities  in  one  or  another 
order.  Joh.  Miiller  described  a  case  with  extreme  stiffness  of  the  articulations 
of  the  ribg^  respiration  being  maintained  entijely  by  the  diaphragm  and  the 
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abdominal  iniisclos;  Clurko  descrilM?d  a  disciise  eontined  to  the  costovertebral 
joints  of  the  twelfth  pair  of  ribs.  Anatomically  the  process  produces  changes 
in  the  ligiinicnts  of  the  intervertebral  sheaths  and  of  the  vertebral  joints  in 
varying  com  l>i  mi  lions  (Schlesinger)  ;  the  nervous  disturbances  arc  partly  due 
to  compression  of  the  nerve  roots,  partly  to  chronic  meningitis  (Bechterew), 
Etiologicaily  we  must  consider  primary  and  secondary  chronic  arthritis,  arthri- 
tis deformans,  gonorrhea,  syphilis  and  other  infections.  Whether  the  afTcctiooB 
confined  to  tlie  ligamentous  apparatus  and  intervertebral  sheaths  are  to  be 
classed  as  chronic  arthritis  may  be  ijuestionable.  Biiunder  calls  attention  to 
the  fact  that  stiffness  of  the  hip-joints  and  lower  vertebral  articulations  in 
conseciuence  of  tlie  patient's  increased  weight  may  lead  to  ilisease  of  the  upper 
vertebnc.  R,  Bennecke  lays  stress  upon  the  action  of  frequent,  though  insig- 
nificant,  trauma  npon  the  vertebral  sheaths  and  bony  structures.  In  conclu- 
sion, similar  clinical   pictures   are  presented   by  contracture   of  the  lumbar 
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muscles  and  those  of  the  back.  Beer,  ZeiiDcr,  and  lately  Cassirer  and  Senator 
have  described  such  "  myogenous  "  vertebral  stilFness,  some  of  which  may  be 
due  to  hysferia  and  some  to  acute  fibrous  myositis. 

These  conditions  indicate  that  chronic  rigidity  of  the  vertebra  may  be 
due  to  very  different  causes,  but  we  may  be  certain  tluit  those  forms  which 
occur  in  connection  witli  acute  or  chronic  articular  rheumatism  or  with  difeease 
of  the  Joints  of  the  extremities  should  be  classed  as  chronic  arthritis. 

6,  As  the  sijtth  and  last  tvi>e,  1  must  mcntinn  those  almost  painless  or 
only  temporarily  painful  nodes  which  occur  in  the  terminal  joint  of  the  three- 
jointed  fingers,  appearing  upon  their  posterior  surface,  giving  them  an  oval 
shape,  hard  to  the  touch,  and  gradually,  from  rigidity  of  the  joint,  fixing  the 
fingers  in  a  position  of  ticxion  or  abduction.  They  are  often  looked  u[>on  as 
the  signs  of  uric  acid  gout;  E.  Pfeitfcr  believes  them  to  be  a  certain  guide 
in  diagnosis  even  in  the  absence  of  other  gouty  symptoms. 

Hcberden,  who  discovered  them,  did  not  attribute  them  exclusively  to 
gout,  and  I  coincide  in  tlic  opinion  of  the  majority  of  later  authors  who  find 
those  Ilcbcrden^s  nf>des  occasionally  in  gout,  occasionally  in  chronic  arthritis, 
but  most  often  as  the  only  arthritic  symptom  in  olherwise  healthy  individuals. 
The  Rontgen  picture  shows  them  to  be  exostoses,  and  they  form  a  connecting 
link  between  chronic  rheumatism  and  arthritis  dcfoniians;  wilh  the  former 
they  have  in  eoinmon  symmetry  and  multiplicity,  with  the  latter,  the  l>ony, 
marginal  proliferations,  and  the  usually  painful  and  clirooic  course.  It  is 
well  to  follow  Charcot  and  to  separate  them  as  special  forms  of  disease. 

This  finishes  the  description  of  the  most  common  types ;  but  it  must  be 
added  that  in  individiud  cases  transitional  stages  occur  which  tend  to  merge 
the  ty|>cs  into  each  other.  For  this  reason  clinical  findings  do  not  permit  a 
fine  difFerentiatituij  and  an.  at  tempt  has  been  made  to  found  a  classification 
upon  the  anaiomiml  changen, 
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The  anatomical  changes  extend  to  all  parts  of  the  joint,  cartilage,  l>onG 
and  capsule,  and  frcijucntly  also  to  the  adjoining  muscles,  tendons  and  tendon 
sheaths.  In  the  earlier  stages  these  changes  are  relatively  but  little  known; 
they  are  found  as  aceidvutal  lesions^  and  often  run  their  course  during  the 
life  of  the  patient  without  symptoms.  Thus,  the  patient  from  whom  illustra- 
tion 5  was  taken  was  a  chonis  girl  and  dancer  until  a  few  weeks  l}efore  her 
death.  Moderate  changes  are  noted  by  surgec)ns,  who  look  upon  chronic 
rheumatism  as  a  border-land  which  should  be  gradually  brought  under  their 
dominion.  The  later  changes  are ^ well  knoT^Ti  anatomical ly.  but  they  illumi- 
nate the  problem  of  their  origin  as  p<x>rly  as  ulcerative  phthisis  explains  the 
onset  of  pulmonary  tuberculosis. 

Even  to-day  it  is  not  quite  clear  whether  (he  afFection  begins  in  the  car- 
tilage of  the  joint  or  in  tlie  s>'novial  membrane.  Sometimes  the  one,  some- 
times the  other,  apjwars  to  be  the  case;  nevertheless  both  are  early  attuckcd. 
In  the  cartilage  the  basic  substance  appears  completely  detached,  the  cartilage 
cells  proliferated,  and  sometimes  discharged  from  their  capsules  into  the 
joint  fluid. 
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Fig.  .'5. — Metatabao-Pralanoeal  Articulation  op  a  Chorus  Girl^  Aoeu  Fowtt-I'ive,  with 

BeOINNINO   CnRt»NJ€   AfiTUHlTm  WITHOUT  SYMPTOMi*:    DeATH  FROM  CoSTR ACTED    KiDNKT. 

Fibrillation  of   the  PurtiUkgirious  basic  substaiiGe,  proUfe^tion  of  the  eartilage  celLn,  the 
capaulca  of  which  partiully  open  into  the  joint  cavity.     The  capsule  of  the  Joint  is  intact* 

marked  proliferation;  txx^asjonally  fatty  degeneration  is  noted  (lipoma  nrbo- 
reseens),  and  in  well  developt^d  raises  present  the  npfwa ranee  of  sheep^s  wool; 
the  capsule  and  its  surroundings  show  edematous  iniiUration.  The  bone 
appears  unchanged  in  the  early  stages  of  the  disease. 

In  later  stages  the  smooth  surfaces  are  denudefl  of  cartilage,  the  iK^ne  13 
bare,  and,  if  joint  movements  have  still  been  performed,  shows  grooves,  re- 
sembling the  crevasses  of  a  glacier.  Often  the  bared  surface  is  dense  and 
ivory-like,  or  it  is  covered  by  connective  tissue  which  extends  from  the  borders 
of  the  synovial  membrane,  from  transformed  cartilage  cells,  or  even  from 
the  surfaces  bare  of  cartilage.  This  connective  tissue  covers  the  joint  surface 
(Kacliel),  and  frerjuently  adheres  to  the  opposing  joint  ends  (fibrous  anky- 
losis).  These  connective  tissue  strim  may  calcify  and  finally  ossify  (bony 
ankylosis).  Upon  the  Imrder  of  the  cartilage,  wherever  it  is  covered  by 
synovial  membrane,  ecchondroses  develop  which  are  transformed  into  osteoids 
and  final ly  into  bony  tissue.  By  these  exostotic  marginal  proliferations 
joint  end  attains  a  mushroom  form  and  resembled  the  crown  of  the 
of  a  deer. 


ms^  the  ^ 


The  hoiiy  substanct^  beeojnas  rarelied  and  fragile^  the  capsule,  which  was 
at  first  flaccid,  proliferated,  and  infiltrated  with  serum,  is  transformed  into 
fibrous  titjsiiie  which  cicatrizes  around  the  cods  of  the  joint  and  limits. motion. 
In  the  proliferated  villi,  islands  of  eartilage  or  lH>ny  tissue  form,  and  these 
may  be  thrown  ot!  m  free  joint  liodies.  Tlie  final  t^tikge  h  complete  osseous  or 
fibrous  ankylosis  of  the  joint  which  is  fixed  in  more  or  less  unnatural  position 
and  greatly  defornied. 

All  these  processes  are  common  to  the  various  forms  of  chronic  arthritis; 
at  one  time  oue»  at  another  time  another,  becomes  prominent.  Thus,  in  the 
exudative  form  of  progressive  chronic  polyarthritis,  proliferation  and  edema- 
tous infiltration  of  the  synovial  membrane  and  its  surroundings  dominate 
the  situation,  hence  the  spindle-slia]>ed  form  of  the  joints.  The  cartdage 
often  appears  to  be  secondarily  implicated. 

In  polyarthritis  "sicca"  which  has  a  chronic  beginning,  the  proliferation 
of  the  joint  is  not  as  marked  as  the  fibrous  transformation  of  the  cartilage. 
The  outlines  of  the  joint  ends  as  a  consequence  of  this  become  prominent, 
and  exostoses,  if  present,  may  he  felt  through  the  tense  skin  as  hard,  prom- 
inent nmlules  which  may  sometimes  be  seen.  This  lortii  also  shows  a  tendency 
to  iihrous  ankylosis.  In  senile  deforming  monoarthritis  these  osseous  border 
proliferations  with  disappearance  of  cartilage  pbiy  the  main  role  in  the  limita- 
tion of  Tuovement;  the  capsule  forms  no  essential  part  of  the  clinical  picture. 
Finally,  lleberden's  nodes  are  exostoses  which  at  first  slightly  limit  motion, 

Jf  the  anatomical  descriptions  of  later  authors  are  compared  (particularly 
Schuchardt  aud  Weichselbaum)  we  are  forced  to  agree  with  Charcot  who 
declines  sharply  to  separate  the  forms  according  to  the  anatomical  findings. 
Ik'  regards  them  as  in  some  sense  branches  of  the  same  trunk. 

CLINICAL   SYMPTOMS 

The  clinical  picture  would  lR^  incomplete  if  only  the  joint  lesions  were 
considered.  Very  frequently  there  is  early  iirqmirment  of  the  general  health. 
The  cases  occurring  in  young  persons  with  fever  are  particularly  npt  to  show 
from  the  onset  emaciation  and  eouspicuous  cachexia.  This  can  hardly  be 
attributed  to  the  fever.  Occasionally  tlie  fever  lasts  for  weeks  and  reaches 
10*^"'  F.  and  higher,  but  there  is  no  profK>rtion  between  the  height  or  duration 
of  the  fever  and  the  emaciation.  Indeed  even  after  the  temperature  falls  the 
palients  remain  weak.  The  inactivity  of  the  patient,  the  want  of  fresh  air, 
and  the  constant  pain  liave  been  urged  in  exfilanation.  But  if  we  boar  in  uiind 
that  patients  with  disease  of  the  spinal  cord  btni'ome  abnormally  fat  despite 
the  fact  of  constant  pain  and  immobility,  we  cannot  concur  in  this  view, 
but  must  look  upon  these  forms  of  arthritis  as  conspicuous  instances  of 
waslittg  disease.  Amffhnd  dcijfnemtian  (Roese)  which  fretjuently  appears 
confiruis  this.  It  is  true  other  cases  of  arthritis  belong  to  the  fat  plethoric 
type  and  here  also  transitional  castas  arc  recorded.  Frequently,  particularly 
in  the  young,  there  is  moderate  anemia  and  oligocythemia. 

lilost  of  the  muscles  of  the  bmly  take  part  in  the  emaciation;  in  some  cases 
the  entire  musculature  suffers  but  almost  invariably  the  muscles  in  the  neigh- 
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borhood  of  Hie  joints  are  involved,  and  amoDg  these  the  extensors  are  most 
§erioiislv  alTected.  If  rheuirmtism  attaeks  the  liand  the  iuterossei  atrophy  very 
early,  often  ht-fore  tlie  patients  noticu  any  hiiidraiK-e  in  nioveiiient.  This 
occurs  in  the  exudative  as  well  as  in  the  dry  fonn.  In  the  latter  we  hnd  a 
ver}^  charaeteristie  ulnar  abduction  of  the  basic  joint  of  the  fingers  from  the 
first  to  t!ie  fourth.  An  atteuifjt  has  been  made  to  explain  this  by  eontraetures 
of  the  nuiseles  or  from  the  llaeeid  condition  of  the  cnfjsule;  this,  however.  I 
believe  to  be  incorrect.  For  iij  older  persons  this  is  fr(?<[Uontly  the  first  symp- 
tom noted,  even  before  there  is  any  abnormal  distention  of  (he  capsule  or  any 
muscular  contractions.  It  is  more  reasonable  to  assume  that  the  lumhriealea 
atrophy  simultarKM>usly  with  the  intirossei,  which  noruiatly  have  tlte  property 
of  adduction,  besides  that  of  extension  of  the  basal  phalanx.  Ijiiter  lids  devia- 
tion terniinates  in  well  marked  subluxation.  That  the  bones  take  part  in  the 
atrophy  is  well  known;  in  the  senile  monoarthritie  deforming  variety  this 
begins  in  the  vnd  of  the  joint;  but  in  the  juvrnile  |Kdyarthritic  fonn  the 
Ktintgen  jjiclure  often  shows  a  conspicuous  coalescence  aiul  disap|:iea ranee  of 
the  spongiosa  in  the  neigbborhuod  of  the  atTected  joint.  Perhaps  this  is  the 
effect  of  immobilization.  But  since  Sudeck  has  sho\»Ti  that  in  every  form  of 
arthritic  inflammation,  distortion  or  trauuia  may  proiluce  within  a  few  we^^ks 
decid(^l  atrophy  of  the  lic^nes,  transient  or  permanent,  sinular  ef^nditions  should 
also  hv  looked  for  in  chronic  arthritis.  The  skin  and  its  structures  take  part 
in  the  )>roeess,  and  Herz  has  deserilicd  a  case  in  wbiclu  with  every  new  attack, 
a  glove-like  des<juamation  of  the  skin  of  the  han<l  and  shedding  of  the  nails 
occurred;  such  cases  are  rare.  Tlie  clianges  resend>ling  scleroderma  are  more 
freipient ;  the  shining  ivory-like  skin  adheres  to  the  defornied  joint,  smooth 
and  immovable.  In  the  juvenile  cases  there  is  frefjuently  an  excessive  func- 
tional hffp*'rhuinmji.  The  contracturfs  whicli  occur  particularly  in  the  flexor 
muscbs  of  tfie  fingers  ami  toes  are  important,  but  these  may  also  be  noted 
in  the  extensor  groups  wliieb  are  to  a  high  degree  responsible  for  the  terrible 
and  incurable  deformities  in  sonu>  of  winch  the  knees  are  drawTi  up  to  the  chin. 

Fre4|uent!y  the  iendonjii  and  tendon  ^henihit  are  involved  in  the  process  and 
along  these  structures  tough  sulR'Utaneous  nodules  occasionally  apfiear  which 
nniy  be  temporary  or  permaneut:  these  are  also  ntkted  in  acute  rlieumatism 
(see  a  dissertation  by  Habinowitsch).  Pribram  asserts  that  he  has  only  ob- 
servcii  them  in  acute  rheunrntism;  Fig.  (1,  however,  is  an  example  of  such 
nodules  in  a  case  of  undoubted  chronic  polyarticular  arthritis. 

In  conclnsion,  I  must  mention  intermuscular  or  intramuscular,  dense,  cal- 
lous infiltrations  whieli  are  rarely  alluded  to  in  literature,  but  are  well  known 
to  orthopedists  and  masseurs,  and  are  skilfully  treated  by  them. 

The  rwprnl  vompUraiinns  are  especially  interesting  on  account  of  their 
importance  in  the  conception  of  the  dis^mse.  Tliat  the  endocardium  may  be 
attacked  has  been  admitted,  and  the  frcfpieney  with  which  this  happens  varies 
in  di  tie  rent  reports  from  4  per  cent,  to  80  per  cent,  of  the  cases.  The  second- 
ary and  the  senile  deforming  varieties  do  not  attack  the  heart.  In  the  statis- 
tics of  primary  chronic  polyarthritis  there  are  ditrerences  of  opinion  as  to 
whether  functional  heart  murmurs  or  only  the  genuine  valvular  affections  have 
been  includ<:*d.    Pribram,  who  was  the  first  to  call  attention  to  this  variation. 
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gives  the  folloTriiig  statistics  of  his  cases*     In  the  forms  begirming  acutely, 
there  were  53.4  per  cent,  of  lieart  niurmurs  and  20  per  cent  of  valvular' 
disease;  in  cases  chronic  from  the  outset  only  13,5  per  cent,  of  heart  murmurs 
and  4  per  cent,  of  valvular  dii?ease» 

Chronic  nephriiis  of  henign  character  and  showing  hut  slight  tendency  to 
uremia  is  not  infrequently  observed. 

Among  other  complications  tliose  alTecting  ike  etfe,  such  as  iritis,  iridoaj- 
cliiis  and  cpkderiiis,  and  the  skin  (various  forms  of  erythema^  eczema,  urti- 
caria and  psoriasis)  are  to  be  mentioned.  The  occurrence  of  multiple  sym- 
metric lipomata  lias  frequently  lieen  observed  in  connection  with  chronic 
arthritis,  as  well  as  bronchial  asthma,  dyspepsia,  hemorrhoids  and  numerous 
nervous  disturbances,  and  this  gives  rise  to  some  confusion.  These  affections  • 
are  spoken  of  particularly  by  authors  who  look  upon  chronic  arthritis  aa  an 
expression  of  a  genera!  constitutional  anomaly, 

Lancercaux,  in  1870,  divided  rheumatism  into  two  classes,  of  which  one, 
'^  qui  ne  laisse  jamais  des  traces  sur  son  passage  "  corresponds  to  acute  articular 
rheumatism;  the  other  he  said  was:  **  pas  une  maladie,  mais  un  syndrome. 


Fia,  6. — SuBCUTANi&ous  Nodules  Situated  upon  the  Dorsal  Tendon  Sheatiia  in  a  Casb 
or  CimoNic  Exudative  Poi^tarthiutis  in  a  Young  Girl. 


une  manifestation  d'un  ^tat  eonstitutionel/*  "  le  branche  d'un  graude  famille 
palhob>gitiue/'  ^^  herpi'tmmr,''  a  vasomotor  tropliic  neurosis,  expressing  itself 
in  dynamic  (migraine,  epistaxis,  neuralgias)  and  material  disturbances  in  the 
skin  and  of  the  tissues  deficieut  in  blood-vessels.  In  this  group  is  also  included 
the  triad  of  diabetes,  obesity,  and  gout  Bouchard  gives  a  similar  deiinition 
of  "  arihriii^me^^f  both  authors  emphasize  its  conspicuous  family  and  hered- 
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itaiy  character,  arul  even  i^o  rarefiil  an  observer  m  Potain  believoij:  '^  Co  n'es 
pas  telle  on  telle  forme  ik*  rheiiniatisine  qui  se  transmet,  rnais  uue  predisposi- 
tion generate  exi>osant  a  un  groupe  comniun  d'affec-tions  dans  laqiielle  il  faut 
nieme  ran^^er  la  ^mutte/' 

On  this  point  it  is  ditficnlt  to  arrive  at  a  defmite  eonclusion.     When  we 
T«ad  the  clinical  reports  of  German,  French,  English  and  American  authors 


or  GOPT,  SUCCLM 

tion  of  the  matriN 
deposits  of  urate  salu. 


^>F  \  \*n>ni  Man  wiin,  xj-trr  Passjng  Thro  veil  an  Attack 

Huvi*ov&  Pneumunia*     The  cartUage  jshows  a  velx'ety  fibrillar- 

; .'  the  condjtioa  in  chronic  arthritis.     The  jotnts  contained  no 


we  receive  the  impression  that  certain  forms  of  chronic  polyarthritis  frequently 
attack  debilitatal  persons.  One  author  has,  however,  gathered  his  clinical 
material  in  the  hospital,  among  feeble,  anemic,  poorly  nourished  patients, 
eases  of  true  arthritis  paiiperuni,  whereas  the  cases  of  others  were  among  those 
Uving  in  affluence,  the  portion  of  the  population  debilitated  by  luxury  and 
close  intermarriage. 

Under  such  conditions  wc  cannot  regard  the  simiUtaneous  appearance  of 
two  or  more  diseases  as  a  proof  of  their  identity*  and  since  decisive  statistics 
are  not  to  l>e  had,  the  critical  skepticism  of  A.  Hotfmann  and  other  German 
authors  is  certainly  justified. 

Yet  the  relation  of  arthritis  to  apparently  dissimilar  affections — and  here 
I  must  mention  psoriasw — becomes  constantly  more  obvious.  Adrian  has  re- 
cently reported  94  cases  of  this  combination,  which  has  been  known  in  France 
for  some  time,    Gerhardt  was  the  first  to  observe  the  condition  in  Germany, 


Flo.  8. — Radio«haph  of  the  Hwri  ok  \  fJourr  Patiknt.  At  th**  pniiil  nmrkt^d  bv  Mie 
asterisk.  Roiity  tophi  are  swn  a^  trrninjyrciit  fori;  at  ihr  iliigi;er,  evastosf*  »iriiilar  to  lleb- 
erdeo's  nodes;  at  the  double  dii|;ger,  fiubluxatiou  in  thi?  bii&ul  joint  oi  the  Li i tic  Enger. 
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and  after  fi  critical  aniilysis  lie  canic  to  the  conelnsion  that  couioidcnce  can 
he  wholly  oxeludtHl,  since  in  hit?  and  other  cai^cg  the  atlcctitms  show  j?imul- 
taneous  exacerbations  and  iniproveraent. 

Here,  alj^o,  the  relation  existing  betwcni'n  ehrcmie  arthritis  and  gout  must 
be  considered.  This  nuich  is  certain:  1.  That  tifter  gout  ha»  existed  for  a 
long  time  in  a  joint,  proliferation  of  the  cartilage,  exostoses*  and  disapfiear- 
anee  of  the  capsules  are  found;  2,  That  atypical  gout  may  give  rise  to  poly- 
articular swelling,  resendiling  the  exudative  form  of  arthritis;  3,  That  in  gouty 
families,  individuals  may  present  symptoms  resemhling  chronic  arthritis. 
But  if  we  do  not  wish  to  lose  ourselves  in  a  realm  of  unfruitful  speculation, 
we  must  adhere  to  the  belief  that  gout  is  an  alfection  characterized  ht/  a 
dr posit  of  uric  acid  salts  in  the  bmhf  and  htf  tht'  presence  of  uric  acid  in  the 
blood.  The  latter  point  will  decide  the  ditfereotial  diagnosis  of  doubtful 
CBJ^es,  in  which  we  should  place  our  dependence  not  n|K>n  the  uncertain  thread 
test  of  tSarrod,  but  upon  llie  more  ditlicuU  chemical  analysis. 

We  may,  therefore,  look  upon  gout  as  one  of  the  causes  of  chronic  arthritic 
changes,  while  rec*>giiizifig  tliat  the  two  diseases  are  by  no  means  identical. 

The  constitutional  predis[Misition  appears  lo  be  of  especial  importance  in 
one  form  of  chronic  arthritis,  namely,  that  marktnl  hy  lleberden's  nmles. 
They  are  found  isolated,  especially  in  the  aged,  and  then  are  frerpiently  hered- 
itary; very  often  they  are  associated  with  asthma,  migraine,  neuralgia,  sciatica 
and  niuscvdar  rheumatism  and  particularly  with  gout.  Bouchard  was  the  first 
to  describe  mjclosities  of  the  middle  joints  of  the  fingers  due  to  swelling  of 
the  sectmd  phabmx  and  occurring  in  cases  of  gastric  dilatation ;  he  gave  them 
the  name  of  **  com piodarifjUv,^^  and  showed  that  this  swelling  disappeared 
with  improvt-ment  in  tlie  gastric  affection,  Pribram  also  observed  one  case 
of  this  nudady. 

T  do  not  believe  tliat  it  will  be  possible  hereafter  to  deny  the  existence 
of  a  constitutional  arthritis;  but  it  is  not  necessary  to  adopt  the  scheme  of 
the  French,  who  look  upon  Q\K*Ty  non-in  feet  ions  arthritis  as  an  expression  of 
an  "herp^tisme  or  arthritisme."  In  the  future  accurate  weighing  of  all  the 
circutnstances  will  show  whether  definite  anatomical  lesions  exist  or  an  arthritis 
runs  a  particular  course  in  persons  with  a  predisposition  of  the  type  described 
by  the  French. 

Tlie  infectious  theor>'  of  arthritis  has  many  more  supporters  than  has 
dyscrasia.  The  febrile  form  which  comes  in  paroxysms  with  a  relatively 
frequent  endocarditis  and  severe  general  disturbances  gives  strong  supjKirt  to 
this  view,  and  on  several  occasions  microorganisms  have  l»een  cultivated  (by 
M,  Schiiller.  Bannatyne,  Blaxull  and  Wohlmann)  from  the  contents  of  the 
joint  ami  their  pathogenicity  has  been  proven  by  aTiimal  experiment.  Un- 
fortunately, the  microorganisms  described  are  not  all  the  same,  and  so  careful 
an  investigator  as  Priljram  found  it  impossible  to  detect  any  of  them  in  the 
eases  be  examined.  The  pathogenic  agent,  therefore,  as  in  the  case  of  articular 
rheumatism,  is  not  yet  iletenuined  and  the  infectious  nature  of  the  disease 
is  only  a  h\7>othesis,  alt!iough  a  very  probable  one. 

As  a  third  possibility,  disease  of  the  central  nervous  stjidem  has  been  con- 
sidered.    This  is  suggestc^d  by  the  symmetry  of  the  affection,  the  atrophy  and 
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contractures  of  the  muscles,  tlie  trophic  cutaneous  disturhances,  and  the  simi- 
larity of  the  chronic  rheuiuatic  joint  changes  to  unmistakable  nervous  arthrop- 
athies occurring  in  tabes,  syringomyelia,  progressive  muscular  atrophy,  hemi- 
plegia, progressive  paralysis  and  also  in  {>eripheral  neuritis.  In  the  latter 
disease  rarefaction  of  the  bony  substance  with  swelling  of  the  distal  ends  of 
the  extremities  and  the  formation  of  club  finger  tijis  is  observoil  (puhnnnary 
osteoarthropathy  of  l\  Marie,  see  the  compihition  of  \V,  Berent),  In  diseases 
of  the  central  nervous  system  disfiguring  deformities  appear  with  atrophy  and 
proliferation  of  tlie  hones  and  cartilage,  and  these  show  a  great  reserahlance 
to  senile  monoarthritis,  differing,  however,  hy  their  more  rapid  course,  absence 
of  pain,  fissures  in  the  capsule,  and  extra-capsular,  osseous  and  cartilaginous 
proliferations. 

To  explain  the  muscular  atrophy  the  assumption  of  a  primary  nervous 
afTection  is  quite  unnecessary,  since  Charrier  has  shown  that  this  atrophy 
accompanies  all  joint  iallamniations,  especially  when  they  run  their  course 
with  effusion  (Kremer).  Holla  proved  that  they  do  not  occur  when  the 
centrifugal  nerves  are  severed;  they  are,  therefore,  troplioneuroses  which  are 
produced  by  reflex  action  initiated  by  the  diseased  joint  surfaces. 

As  anatomical  investigation  of  the  spinal  cord  has  given  positive  results 
only  in  rare,  exceptional  cases  (R.  Wichmann)  the  neurotic  explanation  seems 
scarcely  prohal>le.  Under  certain  circumstances,  some  forms  of  arthritis  might 
be  looked  upon  as  infectiom  trophoneurosfs,  following  Teissier  and  Roque. 

It  is,  however,  quite  unlikely  that  the  various  forms  of  clirouie  articular 
rheumatism  are  due  to  any  single  cause.  In  the  first  place,  we  may  exclude 
monoarthritis  deformans,  which  is  so  closely  allied  to  other  senile  changes 
( Weichsclbaum)  and  whicli  is  so  frequently  produced  hy  trauma.  But  it  is 
also  unlikely  that  there  is  any  one  cause  for  all  cases  of  chronic  polyarihritis, 
if  we  hear  in  mind  the  forms  which  are  similar  in  all  thi^e  symptoms,  and 
yet  are  produced  by  various  well  known  and  quite  distinct  infections  diseases, 
Gerhard t  in  18t)6  originated  the  term  acute  rheumatoid  or  pscudo-articular 
rheumatism,  and  defined  it  as  follows:  '*  Pstudo-articular  rheumatism  is  tluit 
form  of  disease  in  which  it  may  be  proven,  or  where  it  is  very  likely,  from 
its  external  appearance,  that  it  is  produced  by  the  special  pathogenic  organ- 
isms of  a  definite  infectious  disease;  the  remaining  cases  are  included  under 
true  articular  rheumatism/'  These  pseudo-rheumatisms  have  in  common  that 
they  occur  only  in  a  minority  of  the  individuals  who  are  attacked  hy  the 
infection  in  question  and  tliat  tlie  same  organism  which  produces  the  infectious 
disease  also  product?s  joint  pain,  arthritic  swelling  or  suppuration  of  the  joint. 
In  this  sense  we  may  speak  of  chronic  rheumatoid  ("  pseudo- rheumatism  ■'  of 
Pribram)  as  an  arthritis  in  which  the  exciting  eaust^  is  one  of  the  acute 
exantljemata,  influenza,  or  pneumococcus  infection,  particularly  gonorrhea, 
syphilis  and  tuberculosis.  Gonorrhea  is  a  clear  example  of  the  fact  that  the 
same  microorganism,  according  to  its  virulence  and  the  individual  constitu- 
tion of  the  affect ed  ]MM'son,  may  cause  any  grade  of  the  disease  from  a  transi- 
tory arthritic  pain  and  sltous  effusion  to  an  incurable,  chronic  deforming 
arthritis  and  spondylitis.  I  should  like  to  call  particular  attention  to  rhpti" 
malic  tuberculoid  or  (ubcrculous  rheumatoidj  a  condition  which  lately  has  been 
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frequently  described  (Poncet,  Maillnrd,  IL  Strauss,  Barjon,  Roma,  Potal), 
Tlje  iL^iial  eoiirse  of  such  ease.s  h  this:  tlie  disease  liegins  as  a  siibehmoie  or 
chronic  articular  rheiimatisni  which  linally  l>eeoiiiC"S  local izetl  to  one  or  more 
joints,  anil  there  develops  typical  tuberculous  changes.  This  course  resembles 
o^leotnyrhlis,  of  which  we  ol)served  a  case  in  the  clinic  at  Basel  in  an  indi«  < 
vidual  a^cd  seventeen,  in  wboin,  after  a  fever  lasting  several  ruonlhs,  accom- 
panied willi  wandering  midtiple  joint  swellings,  muscular  contractures,  and 
exostoses,  the  epiphyi?es  Iwcame  loosened  from  the  neck  ol  the  left  femur, 
thus  confimiing  the  diagnosis. 

True  chronic  polyarthritis  may  owe  its  origin  to  various  infections,  or  to 
constitutional  causes  of  the  type  suggested  hy  Lancercaux  and  Bouchard, 
Perhaps  in  some  cases  nervous  disturhanc-es  may  [ilay  a  rale.  These  cases 
cannot  be  diagnosed  hy  niles»  no  matter  how  skilful  the  reasoning  processes, 
hut  only  liy  following  the  advice  given  hy  Archibald  Garrod,  to  inquire  into 
tfie  fausily  liistory  of  eacli  individual  ease,  its  nervou?;  disturbances,  etc.,  and 
by  carefully  investigating  the  bacteria  present.  Perhaps  in  this  manner  a 
rational  dilferentiation  of  the  varying  forms,  which  to-day  is  mipossihley  may 
in  time  be  at  tamed. 

TREATMEHT 

As  in  all  chronic  diseases  for  which  we  have  no  specific,  the  number  of 
remedies  is  legion.  But,  in  giving  a  synopsis,  I  shall  divide  them  into 
groups. 

First,  infernal  re nw dies,  I  take  for  granted  the  knowledge  that  the  anti- 
rheumatics, the  salicylates,  antip^Tin  and  allietl  remedies  often  diminish  pain, 
but  never  have  the  specific  action  wdiich  is  the  case  in  acute  articular  rheuma- 
tism. The  salts  of  iodin  are  very  useful,  not  only  in  gonorrheic  and  syphilitic 
rheumatoid,  but  also  in  the  exudative  polvarthritic  form.  Tonics  are  advir^cd 
by  the  l>est  authorities,  and  since  experience  has  shown  that  in  these  affections 
the  local  difiiculties  are  closely  related  to  the  general  health  of  the  patient, 
ofni  liver  oil,  iron,  arsenic,  quinin  and  strychnin  preparations  are  of  decided 
iiimefit  in  aneuiic,  feehk%  einaeiated  individuals,  especially  after  febrile  parox- 
ysms or  after  active  treatment.  The  mlis  of  lithia,  and  mineral  waters 
containing  lithia,  have  been  advised  on  account  of  their  action  in  gout,  but 
there  is  no  rational  indication  here  for  their  use.  In  fact,  in  a  disease  in 
which  excessively  chronic  and  decided  yet  spontam-ous  changes  occur,  the 
value  of  any  curative  agent  is  always  very  uncertain. 

Menzer*s  succes^^fiil  trials  of  streptococcus  serum,  which  were  based  upon 
the  theory  of  an  infectious  etiology,  are  interesting  but  by  no  means  con- 
clusive* 

The  principnl  role  in  therapy  is  played  by  external  phffsimJ  remedies. 

Water  must  he  mentioned  first.  That  energetic  applications  of  cold  water 
are  harmful  in  the  first  stages  of  inflammation  is  a  common  experience. 
Only  after  acute  exacerbations  have  run  their  course,  and  after  long  continued 
sweating  procedures,  may  cold  douches,  needle  baths,  and  affusions  be  made  use 
of  by  an  experienced  and  careful  hand,  and  then  serve  a  useful  purpose  as  a 
hardening  process. 
IB 
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Warm  water  iir  all  forms  is  frofjucntly  pmployt?d,  from  the  Priessnitz  pack 
to  a  hot  bath.  The  hitter  are  used  partiruhirly  in  the  form  of  natural  springs, 
winch  are  of  ancient  repute.  Their  etfcct  is  to  he  a^crihed  more  to  the  tem- 
perature of  the  w^ater  and  the  duration  of  tlie  bath  than  to  the  chemical 
constituents  of  the  water  (hydrogen  sulphid,  alkaline  sulphates,  calcium,  gyi> 
sum,  sodium  chlorid,  etc.).  In  rheuinatit^m,  the  unaeeountable  experience  is, 
ill  at  natural  mineral  waters  may  bring  atjout  improvement  after  tlie  clTeet 
of  hot  w^ater  baths  in  the  home  has  been  exhausted.  This  etfeet  is  chiefly  due 
to  the  cutaneous  irritation  of  mineral  waters  rich  in  carhonic  acid,  sucli  as 
those  of  Xauheim  and  OeynhauscD,  or  of  mud  baths  combined  witli  the  thermic 
effect  of  the  water.  To  these  must  he  added  the  effect  of  applications  of  peat- 
soil,  fango,  natural  sulphur,  etc.,  and  heat  ajjplied  in  various  ways,  sweat 
procedures,  hot  air  and  steam  douches  (the  latter  often  producing  a  relaxa- 
tion of  muscle  contractures  and  stiffness),  sand  haths,  local  and  general  hot 
air  baths  and,  hnally,  local  inflammatory  applications;  painting  with  tincture 
of  imlin  or  iehthyol,  compresses  with  iodin — potassium  iodid  salve  (1 :  10: 100), 
vesication,  etc. 

All  tfiese  applicatioDs  have  in  common  a  tendency  to  produce  hyperemia^ 
and  August  Bier  has  contrlboted  other  original  therapeutic  methods.  The 
irritating  or  anoilync  etlect  of  derivatives  and  eounterirritants  has  always 
been  explained  on  the  hypothesis  that  the  blood  is  drawn  from  the  distant 
diseased  parts  to  the  surface.  Bier  has  show^n  that  this  is  incori'oct;  that,  on 
the  contrary,  the  deeper  parts  partake  in  the  hyperemia,  and  that  this  produces 
the  anoflyne  and  absorbent  etfecf.  Bier  stimulates  this  action  still  further  by 
hot  air  and  stasis.  The  former  produces  an  intense,  highly  active,  i.  e., 
arterial,  hyperemia,  which  is  greater  the  higher  the  temperature  of  the  agent* 

A  simple  apparatus,  a  wooden  box  with  two  openings  to  permit  the  en- 
trance and  the  exit  of  the  hot  air,  and  tmndages  on  which  to  rest  the  aifectcd 
member  are  sufficient  for  the  purpose;  the  hot  air  is  prodiiced  by  a  Quincke 
sweat  tube,  or  a  phenix  a  air  rluiud,  the  tube  being  introduceil  into  the  open- 
ing of  the  box.  Similar  apparatus  has  been  employed  by  Tallernmnn,  and 
Lindemann  has  used  electric  heat;  the  effect  of  the  eieciriv  Ufjht  bailus  now 
in  vogue,  in  which  tlie  electric  bulbs  radiate  not  only  light  but  heat,  is  the 
same.  For  institutions  these  are  very  serviceable,  as  they  are  not  dangerous 
and  are  easy  to  regulate.  Bier's  apparatus,  however,  has  the  enormous  advan- 
tage that  it  may  be  constructed  by  a  carpenter,  at  very  slight  cost,  in  the 
house  of  the  patient,  and  be  employed  at  the  bedside.  The  effect  of  this  remedy 
is  excellent,  as  I  am  able  to  testify. 

The  value  of  passive  hyperemia  attracted  the  attention  of  Bier  on  account 
of  the  rarity  with  which  tuberculosis  of  the  lungs  is  found  associated  with 
valvular  disease  of  the  heart.  He  attempted  artificial  blood  stasis  in  tubercu- 
losis  of  the  joints,  and  was  so  gratified  with  the  success  attained  that  he 
employed  this  method  also  in  other  joint  diseases,  Aliove  the  diseased  area 
an  elastic  (rubber)  bandage  is  applied  so  tightly  that  the  extremity  becomes 
edematous. 

How^ever,  the  pressure  must  not  be  so  great  as  to  compress  the  arteries; 
the  member  must  be  warm,  and  the  stasis  must  not  produce  the  slightest  pain. 
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Tlie  coiiiprcssjon  may  be  conHnued  for  a  long  time.  I  have  carried  on  this 
treatna^nl  for  stneral  iiionths  at  a  time.  Bier  has  lately,  however,  advised 
U9  to  use  the  nielliod  for  only  one  or  two  hours  daily. 

The  etttrt  is  al  first  to  dei-rease  the  pain  to  sueh  a  degree  that,  for  example, 
the  tearing  pains  of  gnnorrlieal  arthritis  soon  eease,  giving  way  to  a  feeling 
of  well-being. 

The  rule  whieh  Bier  has  expressly  emphasized  h  this,  that  the  stasis  itself 
must  nevLT  produce  pain ;  as  soon  as  this  appears,  tlie  liandage  must  be 
lcK>seuetl  *>r  removed. 

The  further  effect  of  stasis  is  to  increase  abmrplion.  It  is  evident  at 
once  that  joint  effusion,  edematous  infiltrations  of  the  capsule,  and  prolifera- 
tion of  the  joint  villi  are  more  amenable  to  some  treatment  than  are  eechon- 
clroses  and  osteophytes,  tliat,  therefore,  t!ie  dry  atrophic  form  of  chronic 
arthritis  is  less  susceptible  lo  treutment  than  tlie  hypertrophic  jiroliferating 
forms  with  their  spindle-shaped  joints,  Bier\s  liot  air  and  stasis  treatment, 
judged  by  the  results,  is  by  no  means  a  panacea.  The  physician  treating  a 
ease  af  chronic  rheumatism  must  decide  which  symptonis  most  urgently  call 
for  relief.  Fresh  joint  and  capsule  swellings  require  rest,  the  alleviation  of 
pain,  and  the  application  of  remedies  which  increase  absorption,  such  as  the 
salicyfates,  iodin,  and  heat.  Older  capsular  contractures,  in  which  immoliility 
and  filimus  ankylosis  have  occurred,  require  active  and  passive  movements  and 
the  condition  is  often  relieved  by  stasis.  Muscular  atrophy  is  hencfited  by 
faradie  treatment  and,  above  all,  by  massage.  Contractures  require  applica- 
tions of  heat,  prolonged  baths,  hot  air  or  ste^m  douches,  peat  or  fango  poul- 
tices, and  protection  from  cold. 

The  earlier  the  treatment  is  begun,  the  better  the  result. 

Firm  ankyloses  and  hyperostoses,  particuhirly  of  the  larger  joints,  require 
surgical  and  orthoptMlic  treatment;  practice  with  suitid>le  apparatus  may  im- 
prove the  gait,  and  prevent  the  bad  eonsequenct^  of  too  great  weight  upon 
the  vertebral  column.  The  operative  treatment  nf  mono-  and  polyarthritis, 
according  to  the  fvw  results  reported  by  \\\  ^liilier  and  his  pupil  Elter, 
deserves  further  trial 
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PENTOSURIA 

By   F.    BLUMENTHAL,   Berun 

Prior  to  the  last  few  years  all  urine  which  gave  a  distinct  and  unquestion- 
able reduction  test  was  considered  to  contain  sugar,  and  permitted  us  to  con- 
clude the  presence  of  grape  sugar;  this  view  is  no  longer  tenable.  We  know 
now  that  a  variety  of  sugars  are  found  in  human  urine  all  of  which  react  to 
the  recognized  sugar  tests  (Trommer's,  Nylander's,  the  phenylhydrazin  test). 
Besides  grape  sugar  we  find  milk  svgar,  which  appears  during  the  puerperal 
period  in  a  woman  who  has  an  abundant  secretion  of  milk  yet  does  not  nurse 
her  child;  this  substance  may  persist  in  the  urine  for  months  post  partum, 
in  fact  as  long  as  the  secretion  of  milk  continues.  Here  the  differential  diag- 
nosis from  grape  sugar  is  accomplished  very  simply  by  the  fermentation  test ; 
milk  sugar  does  not  ferment  with  yeaM,  while  grape  sugar  does,  Robinson 
and  Lepine,  and  also  Rosin  and  Laband,  have  lately  described  cases  of  Jevulo- 
suria  which  is  characterized  by  its  independence  of  the  ingestion  of  carbo- 
hydrates, and  this  condition  may  be  recognized  by  the  decided  Jevorotatory 
power  developed  during  the  fermentation  test  of  the  urine.  Of  less  impor- 
tance is  the  occurrence  of  maltose,  which  occasionally  appears  in  the  urine  in 
diseases  of  the  pancreas,  and  the  presence  of  which  can  scarcely  be  detected 
even  by  the  most  delicate  chemical  methods.  Of  more  importance  are  the  con- 
bined  glycuronic  acids  and  the  pentoses. 

We  refer  here  to  the  former  substances  because  the  combined  glycuronic 
acids  may  be  considered  as  pentose-carbonic  acids,  0,^11, ^OgCOg.  Combined 
glycuronic  acids  are  found  in  the  urine  after  the  administration  of  numer- 
ous drugs,  especially  such  as  contain  the  aldehyd  and  ketone  groups  (Xeu- 
bauer),  and  these  may  then  be  excreted  in  the  urine  in  combination  with  gly- 
curonic acid.  Among  the  best  known  of  these  drugs  are:  morphin,  chloral, 
turpentine,  menthol,  anti pyrin,  etc.  Glycuronic  acid  is  also  found  in  the 
urine  coml)inod  with  indoxyl  and  with  phenol.  As  some  of  the  combined 
glycuronic  acids  respond  to  the  Trommer  and  Xylander  tests,  it  may  be  of 
importance  in  such  cases — particularly  with  doubtful  tests — to  search  for  the 
cause,  and  it  is  then  not  infre<iuontly  found  that,  at  least  in  human  urine,  we 
are  dealing  with  a  very  decided  indicanuria.  If  the  patient  who  voids  this 
reducing  urine  has  taken  any  <lrug,  the  supposition  is  natural  that  it  has  been 
excreted  as  glycuronic  acid  and  has  thus  caused  the  reduction. 

The  urine  coming  from  a  case  of  prnfosuritt  gives  a  distinct  but  somewhat 
delayed  reaction   with  Trommer's  test,  and   usually    (as  E.   Salkowski  first 
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noted)  the  reduction  with  Tronmiers  test  only  takes  place  upon  coolings  but 
then  quite  suddenly. 

The  pheiivlhydrazin  test  is  also  positive  with  pentose;  Nylanders  test  is 
not  quite  m  distinct,  and  tlius  it  Imppens  that  a  pcri^on  applying  for  life 
insurance  is  soiuetimcs  rejeeted  on  the  ground  that  he  is  supposed  to  be  a  dia- 
"betic.  This  liappened  in  the  case  of  a  patient.  agc<l  thirty,  who  had  heen  mar* 
ried  for  hut  a  short  time,  and  who,  on  account  of  his  rejei^-tion  for  life  insur- 
ance, wa^  very  unliappy.  In  great  excitement  he  cousidted  a  physician  for  a 
prohahle  dialjetes.  Upon  examination  of  the  urine  the  physician  at  once  he- 
came  suspicious,  for  the  urine  was  optically  inactive  in  the  polariscope  and 
did  not  ferment  with  yeast.  When  the  urine  was  examined  more  accurately 
(Prof.  Salkowski)  it  was  found  that  the  sugar  it  contained  was  pentose. 

Here  was  a  case  in  which  the  examination  of  a  urine  having  reducing 
properties  but  optically  inactive  and  non-fermentative  led  to  the  discovery 
of  pentose;  the  question  may  quite  properly  be  asked^  "  How  can  such  a  diag- 
nosis be  confirmed  with  certainty?'* 

A  urine  that  contains  pentose,  and  only  such  a  one,  gives  the  orcin  test. 
Ttiis  is  done  in  the  following  manner:  3  c.e.  of  urine  are  decomposed  with 
about  6  ex*,  of  fuming  hydroelibric  acid ;  to  this  is  addcnl  a  few  granules  of 
orcin  and  the  mixture  is  then  heated  to  the  boiling  point.  As  soon  as  the 
mixture  begins  to  boil,  a  bluish  green  eolnr  appears  wbicb  is  proof  positive  of 
pentose.  I>rne  containing  grape  sugar  or  milk  sugar  does  not  give  tliis  reac- 
tion;  urine  containing  glycuronie  acid  gives  the  test  only  upon  prolonged  bod- 
ing, and  then  the  prt^'ipitate  is  never  greenish  blue  but  more  of  a  violet 
ccdor. 

Before  the  orcin  test  was  introduced  into  the  chemistry  of  urine,  the 
phloroijtucin  teat  was  used  hut  it  was  much  less  positive.  According  to  E. 
Salkowskij  this  test  may  be  carried  out  in  the  following  manner:  3  c.c.  of 
urine  are  decoiuposcn:!  with  3  c.c.  of  hydrochloric  acid  of  a  sj^ctnfic  gravity  of 
l.Olli.  to  wbicb  a  few  granules  of  yjhloroglucin  are  addrd  and  the  mixture  is 
heated  to  ttie  boiling  point.  Even  after  slight  beating  a  cherry  rc»d  color 
develops  which  gradually  becomes  more  distinct,  and  iinally  (a  point  that  is 
characteristic)  turns  greenish  black.  If  amvl  alcohol  is  then  added,  and  the 
ujixture  shaken,  the  coloring  matter  is  dissolved,  and  shows  an  absorption 
hand  between  D  and  K,  i.e.,  l>etween  yellow  and  green.  Urines  which  contain 
large  amounts  of  glycuronie  acid  show  a  brownish  black  eolor,  but  present 
the  same  absorption  lines;  urines  which  contain  only  traces  of  glycuronie 
acid  show  no  alisorption  lines  nor  the  characteristic  colors  indicative  of 
pentose. 

1  believe  that  the  orcin  test  is  more  reliable  than  the  pbloroglncin  test, 
as  most  of  the  glyeuronie  acids  yield  no  reaction  with  the  latter;  at  least,  not 
if  the  test  i>  done  in  the  manner  I  have  indicated.  In  using  the  orcin  test, 
one  or  two  dropi^  of  liq*  ferri  scsquichlor.  may  l>e  added,  according  to  Bial; 
this  produces  a  beautiful  blue  color.  Or  Bial's  reagent  may  Ije  uscfl  (acid, 
murial.  cone,  250.0;  orcin  0.');  tiq,  ferri  sesi]uichlor.  10  drops).  Confusion 
with  penfos^,  provided  the  urine  is  examined  twenty- four  hours  after  it  has 
been  voided,  is  only  possible  with  two  of  the  glycuronie  acids  at  present  known. 
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namely,  with  menthol gh/curonic  acid  and  iurpeniinglycuronic  a^id.  Both  of 
these  glveuronic  acids  have  the  property  of  decomposing  spontaneously,  and  as 
free  glyciiroTiie  aeid  ako  reacts  to  the  orein  test,  they  may  be  confounded.  We 
are  prcvenfed  from  making  this  mit^take,  first,  hy  llie  history,  as  mentholgly- 
cnronic  acid  and  turp<nifinglycuronic  acid  are  only  excreted  after  the  ingea-i 
tion  of  menthol  and  turpentine;  secondly,  by  the  odor  of  the  nrine ;  menthol 
urine  smells  of  peppermint,  turpentine  urine  of  violets.  TheTefore,  in  human 
urine,  since  the  introduction  of  the  nrein  test,  tliere  ean  scarcely  be  any  diffi- 
cidty  in  the  recognition  of  pentose.  The  eircumsiances  are  different  in  the 
urine  of  the  herhivora.  They  fre<]ucntly  lake  up  with  their  food  a  mass  of 
pentosan,  that  is,  the  anhydrid  of  pentose.  The  pentosans  have  the  same  rela- 
tion to  pentose  that  glycogen  has  to  grape  sugar.  These  pentosans  are  in  part 
excreted  as  sucli  and  give  the  orein  test,  as  does  pentose,  for  by  heating  with 
hydrochloric  acid  pentose  is  developed  from  pentosan. 

As  the  urine  of  the  herbivora  very  frequently  has  reducing  properties  and 
therefore  gives  a  more  or  less  distinct  orein  test,  confusion  with  pentose  is  not 
inipossible.  In  these  cases  ihn  phrnffJhtffb'azin  trsi  must  l>e  emphiycd  ;  if  this 
is  positive  while  the  fermentation  test  is  negative,  pentose  is  present.  If  the 
fennenfaiion  test  is  positive,  after  fermentation  has  ceased  the  phenylhydrazin 
test  ninst  also  be  positive  if  pentose  is  present. 

After  this  slight  digression,  we  return  to  the  chemical  analysis  of  the 
nrine.  If  we  have  under  consideration  a  urine  that  gives  a  positive  reaction 
with  Tromnier's  test,  the  phenylhydrazin  test,  the  orein  and  phlorogluein  tests 
for  pentose,  if  the  urine  is  o|»tical!y  inactive  and  does  not  funnent»  then  the 
patient  excreting  such  a  urine  has  pentosuria.  Thf  (fuesfion  fiow  ffn.<^efi.  What 
dues  this  rondition  indimtef  As  it  is  certain  that  he  is  excreting  sugar,  i.e., 
pentose,  there  is  tniquestionably  a  disturhanee  in  sugar  metaliolism.  We  are 
then  confronted  with  another  question,  whether  we  are  dealing  with  a  variety 
of  dialn'tes  mellitns,  a  pentose  diabetes,  or  soTuething  else.  Tf  we  are  dealing 
witli  a  variety  of  diabetes  m el Ht us,  the  romltustifin  of  ^nrhohtfd rates  mu.sf  f}e 
dimirmhed,  as  in  the  case  of  diabetes.  Such  a  connection  must  be  thought  of, 
all  the  more  so  as  RutT  has  produced  pentose  from  derivatives  of  grape  sngar 
hy  oxidation  wit!i  potassium  permanganate  and  hydrogen  perovid,  and  it  is 
possible  that  the  human  organism  may  also  carry  on  this  process  of  oxidation. 
Further,  as  it  is  kno\ni  that  the  pentose  which  occurs  in  nature  and  enters  the 
body  with  the  food,  such  as  the  1-arabinose  and  I*xy]ose,  undergoes  only  partial 
combustion  even  in  the  lieatthy,  it  is  not  nnnafural  to  explain  pentosuria  by 
conceiving  that  the  patient,  from  the  forms  of  sugar  with  six  carbon  atoms, 
forms  pentose.  This  he  incompletely  oxidizes,  and  hence  excretes  a  portion 
of  it.  If  this  view  were  eorreet,  with  the  wifhdrfnral  of  starrli  from  the  food 
pfniomria.  should  disappear  or  at  least  lessff},  and,  on  the  other  hand,  imth 
the  profuse  administration  of  stareh  or  grape  sugar  the  pentomtria  should 
incrmse. 

But  when  we  withdraw  carbohydrates  from  patients  who  excrete  pentof^e, 
it  is  always  observed  that  (he  pentosuria  conlinues,  and  apparently  in  the  same 
degree  as  formerly,  while  the  administration  of  even  100  grams  of  grape  sugar 
after  a  Btrict  diet  free  from  sngar  does  not  lead  to  a  drx-ided  increase  of  the 
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pentosuria.  From  these  results  it  is  obvious  that  pentose  in  the  animal  organ- 
ism is  not  formed  by  the  osidaikm  of  hexose^  L  e,,  the  varieties  of  sugar  with 
BIX  atoms  of  carbon  or  their  multiples. 

This  to  some  extent  also  answers  the  question  whether  pentosuria  is  a 
variety  of  diabetes  mellitus.  The  hitter  disease  is  characterizetl  by  the  fact 
that  the  ymwer  to  burn  starches  and  hexoses  is  diminisht>d.  That  this  is  not 
true  of  pentosuria,  at  least  not  of  all  eases  of  pentosuria,  was  shown  by  Bial 
and  myself,  for  the  administration  at  once  of  100  grams  of  grape  sugar  caused 
no  glycosuria.  The  combustion  of  d-galaetose  in  our  ease  of  pentosuria  was 
also  entirely  normal.  It  follows  from  this  tluit  tlie  patient  with  pentosuria 
has  no  greater  tendency  to  alimentary  glycosuria  than  the  healthy ;  henee  if 
we  look  upon  alimentary  glycosuria  as  a  proof  of  the  existence  of  dial»etes 
mellitus,  the  urine  of  the  pentosuric  is  in  this  respect  also  entirely  negative. 
There  is  gooi1  ground  for  the  supposition  that  pentosuria  is  a  pentose  diabetes, 
in  vvfrieh  mctal>olisin  for  sugar  with  six  atoms  of  carbon  is  normal,  while  the 
propvritj  of  i'omhnAion  fnr  prnlose  is  diminished  or  hfjs  enlirt'hf  rrasrd.  With 
food  in  the  fcu-m  of  grain  and  fruit,  and  in  beer  and  tea  we  ingest  a  certain 
amount  of  pentosans;  it  is  quite  possible  that  pentosans  are  changed  into 
pentose  in  the  stomach  by  the  action  of  hydroc!ilorie  acid;  but  the  organism 
is  iueapalile  of  oxidizing  them  and  thrtf  are  thert  fore  ejcreiid.  This  In^poth- 
eftis  is  accepted  by  Xaunyn  ami  Liithje,  and  liy  others.  Can  this  view  be 
possible  ? 

The  pentose  which  we  ingest  with  our  food  is  the  dextro-rotary  1-arabinose, 
while,  as  we  know  from  the  investigations  of  Carl  Xeulw^rg,  inactive  arabiuose 
also  occurs  in  the  urine.  Since  inactive  arabinose,  as  the  researches  of  Euiil 
Fischer  have  shown,  can  only  occur  by  the  coml>i nation  of  d-arabinose  and 
l-arabiimse,  the  organism  must,  in  addition  to  l-arabinose,  also  furnish  d-arabi- 
nose;  so  (hat  i-arahioose  may  he  formed* 

The  question  whether  the  organism  contains  pentose  groups  has  been  dis- 
cussed for  a  long  time.  As  is  well  known,  liauimarsten  found  in  the  nucleo- 
j)roteid  of  the  pancreas  a  re<lueing  substance  wtiicli  he  assumed  to  be  pentose. 
E.  Salkowski  has  produced  phenylosazune,  ami,  upon  the  basis  of  an  analysis 
of  the  same,  has  determined  with  certainty  that  the  reducing  substance  is  pen- 
toee.  On  account  of  the  abundant  furfurol  formation  which  is  said  to  lie  char- 
aeteristie  of  pentose,  and  which  upon  decomposition  w^as  shown  to  be  present 
in  the  nucleo-proteids  from  various  anifual  organs,  and  on  account  of  the 
prrwluetion  of  phenylosazoncs  at  the  melting  point  of  |Kmtosazone,  1*^7 ^^  to 
1*jU''  C,  I  have  maintained  that  all  animal  nuclvlns  rontain  a  pentose  ffroup^ 
and  that  the  pentose  group  is  characteristic  of  nucleins  just  as  is  the  group  of 
xanthin  bases,  for  T  found  no  proteids  which  contain  pentose  exc<>pt  nucleins. 
T  have  also  held  thai  when  an  afhinnin  bodij  gives  the  phhtrogJuetn  ted  for 
pentose  we  are  justified  in  dt^elaring  it  to  contain  nneletn.  This  view  at  the 
time  appeared  to  Ik*  decirledly  opposed  to  the  prevailing  opinion.  A.  Xossel 
and  Xeumann  had,  two  vcars  previoiHlv,  found  no  pentose  group  in  nucleinic 
aeifl  of  the  thymus  gland.  The  former  denied  absolutely  the  presence  of  a 
earhohydrate  gronp  in  the  spermatic  nucleinic  aciih  Noll,  the  pupil  of  A. 
Kossel.  forbore  entering  into  this  discussion,     He  Mieves  that  we  must  dis* 
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criminflte  sharply  two  reducing  carbnh^^drates.  One  is  loosely  combined  with 
the  nneloini?,  and  in  the  formation  of  nueleinie  acid  separate8  from  nuclein; 
the  second,  a  firnily  condjined  atotiiic  gronp  with  a  mok^cnle  of  nueleinie  acid, 
causes  ilie  produ(  hon  of  levidinie  acid  and  formic  acid,  the  latter  of  which 
does  not  form  a  reducing  carbohydrate.  In  view  of  this^  Kossel's  adherents 
admitted  the  presence  of  a  reducing  carhnhydrate  in  animal  nuc!ein»  l)nt 
refrained  from  any  expression  regarding  the  nature  of  the  reducing  substance. 
Later,  Friedrich  Miiller  r[iiestioned  the  opinion,  then  prevalent,  that  pentose 
wm  the  sugar  of  the  vegetable  kingdom  and  did  not  occur  in  the  animal  king- 
dom. He  believed  there  was  often  a  confusion  of  pentose  with  glycuronic 
acid,  a  confusion  which  was  by  no  means  impossible  on  account  of  the  test 
then  in  vogue.  This  diversity  oT  views  led  Bergell  and  myself  to  make  further 
researches  in  regard  to  pentosuria.  From  a  urine  suppose<l  to  contain  pentose, 
he  and  I  obtaintnl  a  barium  combination  of  the  questionable  sugar,  the  analysis 
of  which  showed  we  were,  in  fact,  dealing  with  pentose.  By  this  means,  the 
presence  of  pentose  in  the  urine  of  animals  was  further  confirmed  by  Jastro- 
vriiz  and  Salkowski,  and  the  production  by  Carl  Neuberg  of  pure  r-arahinose 
from  so-called  pentose  urine  furnished  proof  incontestable  in  every  respect. 
Furthermore,  Wohlgemuth,  who  at  my  suggestion  examined  the  nueleo-proteid 
of  the  liver,  ])roihuxMl  from  this  a  chemically  pure  [tbenvlosazoue  which  by 
analysis  proved  to  lie  plienylpentosaxone.  The  presence  of  |)entose  in  animal 
organs  was  later  etjuflrrned  by  other  coiupetent  observers.  Thus  Neumann, 
the  former  Cf>worker  of  Kossel,  found  that,  with  an  improved  technic,  nueleinie 
acid  obtained  from  the  thymus  gland  gave  a  decided  pentose  reaction.  The 
labors  of  Bang,  Jacob,  and  Bergelh  Friedenthal,  Umber,  Grund  and  others, 
provcil  the  correctness  of  the  theory  first  suggested  by  me  that  not  only  all 
vegetables  but  also  all  animal  nudeo-proteids  contained  carhokydraies  helong- 
ing  to  the  pcrtfosi*  f fro  it  p. 

The  fpiestion  now  arises,  How  was  it  po.ssible  that  these  groups  were  so  long 
overlookcMl  in  the  nucleins  by  proud iient  investigators,  and  that  my  earlier 
results  were  so  long  unconfirmed?  This  must  be  ascribed  to  the  fact  that  in 
the  nucleo-proteid  of  the  thymus,  as  Umber  and  T  detenu inwl  in  the  pancreas 
proteidj  the  pentose  group  is  very  loosely  combined.  To  obtain  the  uuefeo- 
proteid  of  the  thymus  a  solution  of  the  same  in  an  alkali  and  pnx*ipitation  with 
acetic  acid  are  sutlicient  to  separate  the  greater  portion  of  the  pentose  and 
to  obtain  a  pliosphorus-contaioing  albumin  body  that  no  longer  slrows  pentose 
but  still  contains  some  xanthin  liases.  And  for  the  nueleo-proteid  of  Ihe  pan- 
creas  Umber  has  shown  that  the  iK^ntose  group  is  one  of  the  first  products  of 
pepsin  digestion  which  enters  solution.  This  view  might  very  readily  coincide 
wilh  that  of  Kossel's  adherents  who  lielieve  that  tlie  reilueing  carbohydrate 
is  very  loo.<ely  attached  to  the  nuck'o-proteid,  for  on  the  solution  of  thymus- 
nuelein  in  alkali  a  phosphorus-containing  allnunin  body  which  still  contains 
xanthin  bases,  i.  e.,  a  nuclein,  is  retained.  I  believe,  therefore,  that  such  a 
body  frt^  from  pentose  should,  at  most,  be  designated  an  aiifpiral  nuclein. 

That  the  pentose  group  is  but  loosely  coud>ined  with  the  nucleins  is  cer- 
tainly not  true  of  the  pancreas  nuciein,  for  Bang  has  obtained  pentose  from 
its  nueleinie  acid. 
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'According  to  recent  in?es titrations  of  Neumann,  pentose  is  present  in  the 
nyclemic  acid  of  the  thymus;  henee  it  follows  that  the  pentose  group  is  an 
integral  constituent  of  ai  least  some  of  the  nucleinic  acids,  if  not  of  alL 

Of  the  pentosies  whieli  ooeiir  in  animal  nueleins,  that  of  the  pancreas  has 
been  most  minutely  investigated.  Bang  supposed  it  to  be  dexfro-rotary,  and 
Neiiherg  has  lately  arrived  at  the  surprising  conclusion  that  the  pancreatic 
pentose  is  1-xylose.  This  latter  theory  is  of  great  importance  as  bearing  on 
the  origin  of  pentose  in  chronic  pentosuria.  For,  if  on  other  grounds  we  were 
inclined  to  iielieve  that  the  pentose  of  urine  originates  from  the  pancreaiic 
nuclein  such  an  opinion  wontd  l>y  this  result  Ite  proven  to  be  erroneous.  It  is 
impossilde  to  understand  lunv  xylose  could  lie  changed  into  arabinose.  It  is 
true  that  we  have  only  proven  for  imnfTeatic  nuclein  that  its  i>entose  is  I-xylose; 
the  other  nueleins  have  not  l>een  investigated  in  this  respect. 

The  researches  in  metabolism  by  Bial  and  myself  have  also  made  it  appear 
tinlikcly  tliat  pentoses  are  formed  in  the  pcntosuric  patient  by  an  imperfeet 
nuclein  decomposition,  since  the  metabolism  of  the  ]>entosuric  shows  no  such 
increased  destruction  of  nueleins.  Neither  the  excretion  of  uric  acid  nor  the 
excretion  of  [iliosphoric  acid  is  increased  in  pentosuria.  It  also  appears  to  l)e 
inipossiMV  that  the  inactive  aral»inose  in  pentosuria  originates  from  other 
nueleins,  and  not  alone  from  the  pancreas  nueleins,  and  wc  must  search  else- 
where for  an  explanation  of  the  origin  of  pentose. 

Carl  Xeulwrg  has  given  us  important  and  interesting  conclusions  in  this 
field.  He  demonstrated  tluit  the  hxylose  which  is  fonnd  in  pancreatic  nuclein 
originates  from  grape  sugar;  now  we  liave  assunu'<l  for  a  long  time  that  glu- 
cose is  partly  oxidised  from  given ronic  acid.  If  we  consider  glyciironic  acid 
as  pentose  carbonic  acid,  C^JTiftO-^COj,  it  need  only  give  off  its  carbo-xylose 
gronp  to  produce  dextro-rotary  1-xylose.  This  the  organism  requires  for  the 
const rucf ion  of  nueleins.  On  the  aihrr  hand,  in  his  opinion,  lltt'  r-amhino.*ie, 
the  urinarff  snfjar  of  prnio^nria^  originates  in  a  venj  different  manner. 

As  IS  well  known,  milk  sugar  is  split  up  in  the  intestine  into  dextrose  and 
galactose;  a  portion  of  the  gahictose  is  certainly  utilized  for  glycogen  pro- 
duction. Anotlier  portion  enters  into  eerehrin,  for  Thicrf elder  was  able  to 
demonstrate  the  presence  in  cerebrin  of  galactose.  The  galactose  contained 
in  cereljrin,  however,  is  dextro-rotary,  like  the  galactose  contained  in  food. 
But  it  is  very  easy  to  change  this  d-galactose  to  its  inactive  form,  and  then 
from  the  inactive  gahictose  inactive  arabinose  may  readily  be  pHMliu-al  by 
oxidation.  Carl  Nenherg  is  therefore  of  the  opinion  that  inarttre  nrahinoae 
originates  from  derivaiives  of  galactose.  How  far  this  view  is  correct  is  still 
uncertain,  for  the  l>ehavior  of  i-galactose  must  be  tested  in  the  organism  of 
a  pentosurie  patient.  The  behavior  of  the  ordinary  d-galactose  has  been  stud- 
ie<l  by  Bial  and  myself,  ]mi  we  were  unable  to  determine  an  increase  of  pentose 
excretion. 

It  is  evident  from  these  considerations  regarding  pentosuria  that  prior 
to  its  discovery  by  E.  Salkowski  we  had  but  slight  understanding  of  the  sugar 
metabolism  of  the  human  organism,  and  that  in  pentosuria  we  are  dealing  wttli 
an  anomaly  of  sugar  metabolism  which  must  he  assumed  to  be  an  independent 
one.     It  has  notliing  in  common  with  diabetes,  and  is  also  not  to  be  regarded 
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as  a  pentose  dialjetcs,  for  the  property  of  rombustion  of  the  pentoses  of  the 
food  i.s  nowisi^  lillerod.  The  same  conditions  are  present  lierc  as  in  leviilosiiria, 
whieh  Hosin  and  Lahand  have  lately  determined  represents  an  annnialy  in 
the  production  of  levnlose,  not^  however,  dependent  upon  a  disturlmnee  of  it.s 
comhustion.  I  do  not  believe  it  can  be  donbted  that  in  true  diabetes  we  sliall 
ultimately  reaeli  (he  ponit  of  separating  a  group  of  eases  in  wbieh  the  forma- 
tion of  grape  sugar  in  the  organism  is  disturbed;  wliile  there  is  no  anomaly 
of  combustion.  I  mean  the  eases  with  slight  excretion  of  sugar  (1  per  cent,  or 
less)  nm\  this  almost  entirely  independent  of  the  earljobydrate  constituents  of 
the  foot],  Perliaps,  also,  in  many  severe  cases  such  a  disturbance  in  the  syn- 
thesis of  sugar  itiay  lie  found. 

Fentomria  is  therefore  an  independent  disturbance  of  metabolism,  which 
is  charaeteri;!cd  by  tlie  fact  that  in  this  condition  an  inactive  sugar  has 
been  found  in  nature  for  the  i^Ti^t  time.  Thereby  the  law  that  the  aniuial 
organism  and  jjlants  can  jiroduee  only  active  varieties  of  sugar  has  beou 
proven  erroneous.  A  secomt  law,  which  for  a  long  time  was  eonsi<hTed 
incontestable,  namely,  that  the  pentoses  are  the  sugar  of  the  vegetalilc  king- 
dom only,  and  do  not  occur  at  all  in  the  animal  kingdom^  has  also  bc^n 
nullified. 

We  must  separate  true  chronic  pentomria  from  alimentary  pentosuria, 
A  large  number  of  individuals  do  not  possess  the  property  of  oxidising  large 
amounts  of  pentosan  introduced  with  the  food,  but  excrete  a  portion  of  these 
pentosans  as  pentose.  This  is  alimentary  pentosuria.  The  aniount  of  pentose 
excreted  is  about  0.2  lo  0.5  per  cent.  This  pentose  always  arises  from  the 
pentosans  which  are  taken  up  with  the  food,  for  the  most  part  in  the  dextro- 
rotary  l-arabinose  contaiiKil  in  fruits.  This  phenomenon  we  generally  see 
in  the  summer  when  fruit  is  freely  eaten  (cherries,  strawberries,  whortleber- 
ries, plums). 

I7n',s  alimenianj  penfosttria  ha.^  nothinfj  in  common  with  chronic  pento- 
stiiria^  in  whieh  arabinosc  also  occurs ;  here  not  the  dextro-rotary  but  the  inac- 
tive appears  in  the  urine.  We  now  find,  however,  that  besides  chronic  pen- 
tosuria the  alimentary  type  may  also  exist,  and  I  am  in  possession  of  records 
of  cases  in  which  both  tbe  inactive  arabinose  and  the  dextro-rotary  appear  in 
tbe  urine.  Tbe  proof  of  this  has  been  deduced  as  follows;  first,  the  urine 
without  fermenting  was  dextro-rotary;  secondly,  only  p^'utosazone  could  be 
produeed  from  it ;  and  Ihirdly,  aceording  to  Neuberg,  a  solution  of  the  osazone 
in  pyridin  ah-ohol  proved  dextro-rotary. 

True  chronic  pentosuria,  as  we  have  seen,  is  characterized  by  the  fact  that, 
indefKindently  of  food,  inactive  arabinose  is  excreted  continuously.  The 
amount  of  inactive  arabinose  varies  in  this  condition  between  0.3  and  1  per 
cent,  by  Knapp's  metliod  of  titration. 

We  find,  however,  cases  also  of  chronic  diabetes  that  are  complicated  by 
pentosuria,  i.e.,  showing  a  slight  excretion  of  pentose.  To  this  group  belong 
a  number  of  dialictics  in  whose  urine  very  small  amounts  of  pentose  have  been 
demonstrat<'d,  as  sIiowti  by  Kiilx  and  Voge!.  In  these  cases  the  pentose  has 
not  tbe  slightest  eliiiical  importance  so  far  as  can  be  determined  at  this  time. 
It  occurs  in  such  minute  traces  that  its  presence  cannot  be  detected  by  our 


I 


common  tests,  and  ilie  niilizafion  of  spTenil  liters  of  urine  h  necessary  to  find 
the  substiiiioe  at  alt.  Wo  liave  no  knowledjL,^e  as  to  wliicli  pentose  appear^?  in 
the  urine  in  diabetc?^  (whether  pentose  of  the  food,  or  inacHve  anihinose,  or 
pancreas  pentose,  i.e.,  l-xyt^se).  nor  do  we  know  whetijer  it  is  partieuhirly  in 
the  severe  eases  nf  diuhctcs  that  pentose  h  excretcfl. 

To  quite  a  ditferent  ^'ronp  hulon^  thnsi*  cases  nf  pentosuria  in  which,  besides 
pentose,  glyeoso  appears  transitority  in  the  urine.  In  this  instance  the  gly- 
cosuria may  have  an  accidental  cause  (ntorphin),  as  in  the  ca.se  of  Jastrowitz 
and  Salkowski  which  led  to  the  discovery  of  pentosuria.  We  may,  however, 
emonnter  the  cornhination  of  true  jtcntosiiria  with  niihi  dialiotes.  I  have 
8et*n  such  a  case.  The  quantity  of  ^ape  sngar  amounted  to  0,0  to  1  per 
cent,  tlie  amonnt  of  pentose  was  0.3  to  0,5  per  cent.  As  the  urine  was 
sent  to  me  for  investigation  only  a  few  times,  I  can  say  nothing  further 
al>ont  Hie  course  of  the  case.  Only  this  much  vnnld  he  determined,  that 
the  pentose  found  in  the  urine  was  inactive^  therefore  prohahly  an  inactive 
anil)inose. 

The  second  group  of  chronic  cases  of  pentosuria  includes  the  pure  ca?es, 
in  which  no  other  sugar  than  penfose  u<  found,  Vp  to  this  time  the  following 
cases  are  re[>orted  in  litenitiire:  first,  the  case  of  Jastrowitz  nml  E.  Salkowski 
in  which  the  glycosuria  disappeared  after  tnorpliin  was  stopped,  wliile  the 
|ientosuria  prove<l  chronic ;  secondly,  the  two  cases  descril>ed  by  Salkowski  and 
myself.  The  first  of  these  occurred  in  a  mercliant,  thirty-six  years  of  age, 
and  always  healtliy,  wlm  was  married  and  had  four  living  chihlrcn.  Ttie 
amount  of  pentose  he  excreted  varied  between  0.7  and  1  per  cent.,  with  an 
average  anumnt  of  urint*  of  a  liter  to  a  liter  and  a  luilf  per  day.  This  case 
occurred  in  18!>5  in  the  practice  of  Dr.  L.  Feilchenfeld  who  still  has  the 
patient  luvhiT  observation.  I^p  to  this  time  the  pentosuria  lias  never  been 
associated  with  any  serious  symptoms.  The  patient  re|K'atedly  sulfered  from 
hydrocele,  and  the  fluid  obtained  by  puncture  was  examined  by  me  and  found 
to  contain  grape  sugar  but  no  pentose.  The  urine  has  also  been  utilized  by 
C.  Neubcrg  for  the  preparation  of  r-arabinose.  The  patient  was  decidedly 
thin. 

The  third  case  occurred  in  a  banker,  aged  sixty-five.  This  patient  (ac- 
cording to  the  report  of  Dr.  Blumenthal,  who  treateci  him  for  over  twenty  years 
before  the  pentosuria  was  discovered)  is  said  to  have  repeatcilly  had  reducing 
substances  in  his  urine,  iuit  grape  sugar  was  never  found  until  18r>5,  when  the 
pentosuria  was  discovered.  This  case  is  especially  interesting  as,  in  the 
family  of  the  patient,  numerous  chronic  diseases  occur,  particularly  dialietes 
and  nervous  diseases.  Up  to  two  years  before  death  (which  occurred  in  1900) 
the  urine  in  this  case  constantly  showed  about  one  per  cent,  of  pentose.  For 
some  time  l»efore  death  he  was  treated  by  another  physician:  his  death  was 
due  to  arteriosclerosis.  The  autopsy  showed  calcification  of  the  coronary 
arteries;  the  pathologist  told  me  that  nothing  of  special  interest  was  found 
in  the  pancreas,  but  unfortumiti'ly  he  had  not  been  informed  of  the  existence 
of  pentosuria. 

The  fourth  and  fifth  cases  were  published  by  Dr.  Bial.  The  fourth  was 
that  of  a  merchant  from  Warsaw,  aged  thirty-seven,  who  suffered  from  mild 
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gastric  and  mtcstinal  symptoms  and  supposel  himsolf  to  be  a  dial>etic.  Small 
amounts  of  sugar  had  been  frequently  found  in  liis  urine,  and  a  suitable  diet 
had  bci^n  advij^ed.  Tlie  report  from  a  Warsaw  I'iieniieal  laboratory  shows 
filijt^bt  quantities  of  sugar  found  by  Tromnier\s  te^  and  a  positive  reaction  to 
phenylhydrazin.  Thk  patieid  was  also  conspieuonsly  thin.  Bial  determined 
that  pentose  was  present  in  the  urine  in  July,  1898,  as  well  as  constantly  for 
twenty  days  in  July,  l!^llJ>,  but  no  j^rape  sugar  could  be  found. 

Case  V  (Bial).  A  druggist,  twenty-eight  years  old,  perfectly  well.  The 
amount  of  pentose  in  Case  lY  amounted  in  0.3  per  cent.,  in  Case  Y,  0.35  per 
cent. 

Case  VL  Reported  l>y  Dr.  Fritz  Meyer,  A  merchant,  aged  thirty-nine, 
never  previously  ill,  was  rejected  by  a  life  insurance  company  six  years  ago, 
and  before  the  discovery  of  pentosuria,  on  account  of  diabetes.  He  was  treatetl 
in  Carlsbad,  was  on  a  strict  diet,  ami  was  declared  to  he  cured  as  tlie  cxainina- 
tion  of  his  urine  by  the  polariscope  showed  optical  inactivity.  Five  years  a;io 
he  married,  and  is  now  the  father  of  a  healthy  child.  His  health,  with  the 
exception  of  a  mild  attack  of  perityphlitis,  has  always  been  good.  In  ApriL 
1900,  symptoms  a])|>eared  which  gave  rise  to  the  suspieion  of  a  const  it  uHonal 
disease;  his  weight  is  said  lo  have  decreasud  decidedly:  it  amounted  to  150 
pound.s.  He  complained  of  headaclie,  lumbar  pains,  lassitude,  vertigo,  and 
severe  neuralgia,  particularly  in  the  region  of  the  sciaties.  The  urine 
amounted  to  1,800  c.c, ;  it  was  clear,  contained  no  formed  elements,  and  was 
without  allnirnin.  The  urine  reacted  positively  to  Tronirner's  and  Moore's 
tests;  being  optically  inactive  it  was  examined  for  pentose,  and  pentosuria  was 
determined. 

In  the  seventh  case,  the  patient  was  an  American  lady,  who  had  been  several 
tim<  s  under  treat m(*nt  in  Carlsbad  on  account  of  supposed  d label es.  Iter  case 
was  alwa^'s  considered  to  be  a  severe  one,  for,  in  spile  of  the  strictest  diet,  it 
was  never  possible  to  render  the  urine  aglycosurie.  In  this  ease  quite  a 
decided  amount  of  pentose  was  found,  over  1  per  cent.,  but  not  the  slightest 
trace  of  grape  sugar. 

The  eiffhlk  case  (Dn  Brat)  occurred  in  a  lady,  aged  sixty-two,  who  for 
several  years  was  under  prnfessional  treatment  on  account  of  a  presunnibly 
mild  diabetes.  She  had  a  .slight  degree  of  fatty  heart,  otherwise,  however^ 
she  was  quite  welh  This  lady  has  bwn  under  my  observation  for  more  than 
a  year,  and  in  this  entire  time  has  never  excreted  grape  sugar.  In  her  case, 
however,  the  urine  was  somewhat  dextro-rotary,  0.2  per  cent.,  and  T  believe  it 
therefore  not  unlikely  that,  besides  inactive  pentose,  a  dextro-roiar\'  pentose 
was  present  in  sliglit  degree. 

Cme  !X.  The  brother  of  tlie  patient  just  describwl  (Cas«?  YIll),  agtnl 
about  fifty,  perfectly  well  His  urine  showed  about  75  per  cimt.  of  pentose. 
According  *o  analyses  made  by  several  chemists  since  1892,  0.2  to  2  per  cent,  of 
sugar  was  determinwl.  One  found  only  a  reducing  property  in  the  urine  hut 
no  sugar.  There  is  no  question  in  my  mind  that  the  gentleman  was  not  dia- 
betic, for  a  breakfast  containing  large  amounts  of  sugar  gave  no  results.  The 
case  is  otherwise  of  no  clinical  interest;  the  other  brothers  and  sisters  present 
neither  diabetes  nor  pentosuria. 
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Addifinnal  cases  of  pentosiiria  have  l>eon  dcscrii>ed  lij  Coloml)ini  in  mor- 
phiii  hatiitiie:^;  by  Caporclli  in  xaiithonia,  others  hy  UimU^  Jind  Horiime,  and  a 
caso  of  alinieiitary  pentosuria  with  glycosuria  by  Barszewi^ky. 

It  is  not  rejnarkable  th^t  so  jnany  cases  of  pentosuria  Inive  been  confounded 
with  diabetes,  for  the  c|ualitative  tests  are  the  same.  The  inipoi'tant  ques- 
tion is,  and  remains:  lias  pentosuria  anything,'  in  enninion  with  diabetes?  Have 
peniosurics  on  avcount  of  ilunr  prnifjsuriu  a  specuti  lifibiiittj  to  become  diabet- 
ics f  On  account  of  what  has  been  above  stated  these  (jtiestions  muM  be 
a  ns  we  re  d  n  ega  i  iv  ehf. 

Pentosuria  is  a  disturbance  of  metabolism  which  is  connected  perhaps  wiHi 
cerobrin  metabolism,  perlmps  with  the  formation  of  galactose,  Negaiivi'ftf  the 
principul  point  is  that  there  in  no  evidence  of  insufficienii^  in  the  vtitization  of 
the  earbohijdrates  consumed  with  the  food. 

Another  ipiestion  now  arises:  What  is  the  protjnosis  of  pentosuria?  It  13 
unwise  to  express  a  dogmatic  opinion  on  this  point  since  wc  have  known 
the  disease  for  only  a  decade.  Xotwitlistanding  this,  it  may  be  said  that  the 
prognosis  is  probaldy  much  more  favorable  than  in  mild  diabetes,  for  the  pen- 
tosurie  utilizes  fully  the  starches  and  other  carbohydrates  which  are  adminis- 
tered with  the  f»x>d,  and  tlie  anmunt  of  pentose  which  he  forms  and  excretes 
is  small,  at  most  from  15  to  20  grams  per  day.  This,  therefore,  represents 
no  more  serious  prognosis  than  the  mildest  cases  of  diabetes.  Upon  the  other 
hand  it  nmst  not  be  forgotten  that  sugar  is  circulating  in  the  blood.  That 
this  is  true  is  obvious  from  tlie  investigations  conducted  by  Bial  and  myself^, 
as  we  have  proven  the  presi'nce  of  aral)inose  in  the  blood.  But  the  presence 
of  a  large  quantity  of  sugar  in  the  blood  leads  to  arteriosclerosis,  and  nmy 
give  rise  to  other  changes. 

Whether  the  pen  tosurie  is  more  susceptible  to  infections  than  a  healthy 
person,  as  is  the  ease  with  diabetics,  is  very  ditlicult  to  say,  for  up  to  the  pres- 
ent time  the  data  are  very  scanty.  Upon  the  whole,  and  in  the  majority  of 
cases,  the  prognosis  of  fientosurta  can  certainly  not  be  termed  very  serious. 

Regarding  therapij,  such  treatment  as  we  employ  in  diak'tes  is  out  of  place 
in  pentosuria,  as  is  obvious  from  all  that  hiis  been  stateil.  In  general  only 
this  much  is  to  be  said:  (1)  A  pure  meat  diet,  according  to  the  experience 
of  Fritz  Meyer  and  myself,  is  not  well  borne  by  pentosurics,  for  neuralgic 
symptom^,  if  present,  are  increased.  (2)  A  milk  diet  is  found  to  l>e  particu- 
larly ad  van  tageou  s. 

In  conclusion,  a  word  regarding  the  frec[uency  of  the  diseai^.  Although 
it  may  be  assumed  from  the,  as  yet,  scant  publications  that  pentosuria  is  a 
rare  affection,  I  cannot  admit  that  it  is  to  be  regarded  as  a  curiosity  like 
maltosuria.  Such  a  comparison  is  incorrect,  for  pentosuria,  in  tlie  lirst  place, 
gives  us  a  very  interesting  insight  into  disturbances  of  metaboli.^m;  and  sec- 
ondly, it  cannot  be  considered  immaterial  that  a  person,  as  in  almost  all  of  the 
cases  that  have  been  cited  here,  should  be  supjx>sed  for  years  to  be  a  dial>etic, 
and  sul*jected  to  dietetic  and  mineral  spring  treat nuMit  which  is  absolutely 
out  of  place.  In  life  insurance  the  decision  is  of  the  greatest  importance.  The 
pentosurics  must  at  least  be  admitted  to  have  as  favorable  a  prognosis  as  the 
mild  eases  of  dial>etes. 
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If  it  be  further  remembered  that  nine  cases  have  been  detected  in  Sal- 
kowski's  laboratory  and  in  the  First  Medical  Clinic  of  Berlin,  the  affection 
cannot  be  so  rare  as  many  believe.  Hence  a  knowledge  of  this  disturbance  and 
of  the  means  to  its  diagnosis  is  an  absolute  necessity  for  every  physician. 

Briefly  the  most  important  diagnostic  factors  are  as  follows:  Positive 
orcin  test  with  negative  fermentation  test  proves  pure  pentosuria;  positive 
orcin  test  and  positive  fermentation  test  denote  pentosuria  and  glycosuria. 

A  turning  to  the  right  of  the  polari scope  does  not  prove  the  non-existence 
of  pentosuria,  for  dextro-rotary  pentose  also  occurs  in  the  urine. 
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BLOOD    AND     BLOOD     EXAMINATION 

By   a,    LAZARUS,    Cuaulottenburo    (Berlin) 

TiTE  examination  of  tlie  liloml,  in  ermi  pari  son  with  fithev  rlinieal  investi- 
gations, has  very  slowly  forced  its  way  into  jirartiee.  While  the  oonscientioiis 
physiuian  rarely  fails  to  make  an  examination  of  the  urine  or  of  tlie  sputum 
in  eases  in  whieh  it  seems  necessary  or  at  all  nseful,  exaniinatinns  of  the  hlood» 
oven  tlie  simplest,  have  up  to  (he  present  kvn  resorted  to  by  a  very  small 
numher  of  practitioners. 

The  ohject  of  this  article  is  to  call  attention  to  the  necessity  of  clinical 
hloml  investigation,  and  to  deserilrt*  the  simplest  methmls.  It  will  then  be<^ome 
a  matter  of  routine  to  examine  the  hlood  no  less  freijnently  than  the  various 
other  secretions,  excretions,  or  intlamnmtory  products. 

Of  course,  the  importance  of  the  results  of  blood  investigation  in  different 
diseases  of  the  hlood  is  not  always  ef[ually  great.  In  the  eases  in  which  a  dis- 
ease of  the  hloml  or  of  the  hlorKl-producing  organs  eomes  into  question,  an 
exaruination  of  the  blood  is  more  important  tlian  any  other  chnical  research, 
and  often  this  alone  wull  guide  us  to  a  definite  opinion.  Tins  is  true  of  the 
various  forms  of  anemia,  of  leukoevtosis  and  leukemia,  of  many  diseases  of  the 
bone-marrow,  and  in  certain  parasitic  diseasts  of  the  blood.  [There  can 
hardly  be  said  to  be  *'  many  diseases  of  t!ie  bone-nmrrrvw  '■  reeogniz<Hl  to-day, 
and  the  blood  has  never  yet  hel[H'd  much  io  advance  our  knowledge  in  this 
direction. 

Parasitic  diseases  of  the  intestine  and  other  internal  organs  should  be  men- 
tione<l  here  among  those  in  which  hlood  examination  is  of  great  diagnostic 
value^^En.  I 

The  numlwr  of  cases  is,  howTver,  disproportionately  greater  in  whieh  an 
examination  of  the  bloody  allhough  actively  complemeuting  other  methods,  ia 
alone  not  decisive.  It  may  Ik*  of  value  in  the  differenUal  diagnosis  between 
various  acute  infectious  diseases;  it  may  make  clear  the  nature  of  many  cases 
of  poisoning;  in  tlie  prognosis  of  many  bacterial  diseases  we  may  under  some 
circumstances  find  points  of  supf)ort  in  the  condition  of  the  blood  ;  the  prophy- 
laxis and  theray)y  of  malaria,  according  io  Robert  Koch*s  investigations,  can 
only  l>c  made  certain  by  regular  examinations  of  the  blood,  and  to  these  many 
other  examples  might  be  added  [e.g.,  trichiniasis,  filariasis,  tmeinariasls^ 
tr\'panosomiasis. — Ka  ] . 

That  the  history  under  some  cireumstances  may  beeome  enriched  by  an 
examination  of  the  blood  is  obvious  if  we  remember  that  after  recovery  from 
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certain  infectious  diseases  protective  bodies  may  be  demonstrated  in  the  blood 
serum. 

After  these  brief  indications  it  will  be  seen  that  we  have  quite  a  large  field 
of  activity,  even  if  we  limit  ourselves  to  such  an  investigation  of  the  blood 
as  is  of  immediate  clinical  importance.  It  is  impossible,  however,  to  omit  a 
brief  explanation  of  the  normal  physiology  and  anatomy  of  the  blood,  as  this 
enables  us  to  measure  the  degree  of  pathological  change  liable  to  occur. 

We  must  first  decide  upon  the  best  method  of  obtaining  the  amount  of 
blood  necessary  for  investigation.  Of  course  for  clinical  purposes  only  those 
methods  of  examination  are  valuable  which  need  no  more  than  one  or  two 
c.c,  or — if  there  be  a  necessity  for  frequent  repetition — a  few  drops  of  blood. 
Consequently,  many  clinical  methods,  compared  with  strict  physiological 
processes,  suffer  more  or  less  in  reliability.  This  fact  has  lately  given  rise  to 
an  endeavor  to  modify  certain  physiological  methods  which  hitherto  have 
necessitated  large  quantities  of  blood.  The  results  have,  in  the  main,  been 
rather  unsatisfactory.  This  is  true,  for  example,  of  the  "  clinical "  estima- 
tion of  the  alkalinity  of  the  blood,  and  of  the  iron  and  phosphorus  in  the  blood. 
If  large  quantities  of  blood  cannot  be  obtained,  it  is  better  to  refrain  entirely 
from  such  estimations  than,  by  an  appearance  of  exactness,  to  produce  figures 
of  questionable  value. 

Fortunately,  however,  for  many  important  clinical  investigations,  only  a 
few  drops  of  blood  are  necessary,  and  these  are  best  obtained  under  aseptic 
precautions  by  a  simple  prick  of  the  finger,  of  the  toe,  or  of  the  lobe  of  the  ear. 
[In  America  the  finger  is  rarely  used,  as  the  pain  of  puncture  is  much  greater 
than  in  the  oar.  An  ordinary  glover's  needle  (bayonet-pointed)  is  convenient, 
cheap  and  efficient.  A  sewing  needle  can  be  used  but  does  not  answer  nearly 
as  well. — Ed.]  By  friction  or  by  active  muscular  movement  these  portions  of 
the  body  may  previously  be  made  somewhat  hyperemic.  In  general  the  choice 
of  the  place  is  immaterial ;  for  smear  preparations  the  finger  is  preferred. 
In  very  sensitive  patients,  provided  the  investigation  is  to  be  repeated  fre- 
quently, the  ear  is  chosen.  The  prick  is  made  with  half  of  a  steel  pen  or  with 
a  Soennecken's  lancet;  Imt  we  may  also  use  the  so-called  "pistol  knife"  in 
which  the  needle-shaped  knife  may  be  adjusted,  and,  by  pressure  of  the  spring, 
inserted  to  an  exact  d(*pth. 

If  larger  quantities  of  blood,  i.  e.,  a  few  cubic  centimeters  or  more,  are 
necessary  it  is  advisable,  provided  there  is  no  contra-indication,  to  obtain  the 
material  by  wet  cups;  in  which  proceeding  it  must  of  course  be  remembered 
that  blood  tlius  obtained  is  more  or  less  admixed  with  lymph.  Finally  punc- 
ture of  a  dilated  vein  of  the  arm  by  the  aid  of  a  Pravaz  syringe,  which  is  very 
readily  performed,  or  an  ordinary  venesection  may  he  resorted  to. 

The  witlidrawal  of  blood,  if  performed  asepticaily,  is  entirely  without  dan- 
ger and,  as  a  rule,  does  not  disturb  the  patient  in  the  least.  We  should  never 
forget,  l)(»for(»  proceeding,  to  assure  ourselves  that  we  are  not  dealing  with  a 
hemo])hilie.  In  such  ])ersons,  even  with  a  siiii])l(»  puncture  of  the  finger,  there 
may  be  great  ditViculty  in  sto])ping  tlie  flow  of  ])lood.  [In  such  cases  a  mere 
touch  of  the  needle  point  to  the  skin  will  give  us  all  the  blood  needed  without 
producing  any  troublesome  hemorrliage. — Ed.] 
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I,   HEMOGLOBIN 

Tlie  exiKlinj^r  drop  of  Ijlnod  sliows  even  to  the  naked  eye  a  niirii^er  of  prop- 
erties. The  redder  it  is,  the  richer  it  h  in  oAvlienio^lobin ;  the  darker,  the 
greater  the  aiiinimt  of  reiluee<t  tienio^loliin.  Aeeordingly,  it  is  at  oriee  reeo^- 
nized  from  these  properties  whether  the  htood  originates  from  the  arterial  and 
capillary  vessels  or  from  the  venous  system.  In  earhonic  acid  poisoning  the 
color  of  the  blood  is  particularly  bright  and,  as  a  rule,  is  designated  as 
cherry- red. 

In  the  re<i  oxygen-containing  blood  difTeronees  in  the  intrnsitfj  of  the  color- 
ing are  readily  deterniined,  but  these  are  freipiently  not  easy  of  recognition 
in  very  dark  venous  blood.  Such  ditTerenees  l>econie  more  noticeable  if  the 
drop  of  blood  is  caught  and  spread  out  upon  white  linen  or  upon  white  blot- 
ting paper;  the  greater  or  lesser  staining  power  of  dilferent  drops  of  blood  is 
very  well  demonstrated  in  this  simple  manner,  and,  with  some  practice,  from 
the  color  of  the  stain  a  conclusion  may  he  drawn  as  to  the  AMorxT  of  hemo- 
OLomx  in  the  blood.  Following  this  principle,  Talh|vist  1ms  descrilied  a 
**  licmotilohin  svaltr'  by  the  aid  of  which  gross  dilTerences  in  the  aumunt  of 
hemoghibin  may  be  <juite  accurately  estimateih  [The  Talhpist  scale  gives  us 
not  ideal  accuracy  but  all  the  accuracy  that  we  can  use  in  diagnosis,  prognosis 
and  treatment.  Its  i-rrors  rarely  exet^ed  10  per  cent.,  and  in  the  hands  of  ttie 
unskilled  other  and  more  **  accurate''  instruments  often  show  more  errors  than 
this.  The  cheapness  of  the  scale  and  the  ease  and  quickness  of  using  it  are 
also  imfKirtant  recommendations. — Ed.  ] 

Accuracy  is  greater  with  apparatus  especially  constructed  for  the  estima- 
tion of  the  coloring  power  of  the  Jdomh  the  sfi-called  hemoglnbinouu'ter.  This 
apparatus  is  quite  properly  namcxl ;  for^  in  the  nmin,  it  is  the  amount  of  hemo- 
globin containi*d  which  determines  the  coloring  property  of  the  blood;  the 
importance  of  a  few  other  coloring  substances  contained  in  the  blood  is  in 
comparison  quite  insigniticaut. 

For  clinical  purposes  a  hirge  numlier  of  blootl  colorinuHers  have  been  de- 
scrilxid ;  on  account  of  their  simplicity  Gowers's  hemoglohinomdvr  and 
Fleischl's  hemomeier  are  nuist  userl,  and  will  now  be  described  (Dare  and 
Oliver). 

The  principle  of  the  Fleischl  hemometer,  as  modified  by  Miescher,  is  the 
following:  By  the  aid  of  a  pipette  which  is  furnishiHl  with  the  apparatus  (Fig.  9 
Md.)  an  exactly  determine<l  amount  of  blomi  is  dissolvtHl  in  a  measured  quan- 
tity of  distilletl  water;  the  color  of  this  solution  is  companxl  with  I  hat  of  a 
colortxl  glass  we^lge  which,  by  its  gradually  increasing  tliickness,  represents  a 
scale  of  blood  concentrations.  The  point  in  the  wedge  is  now  searchtHl  for 
which  is  just  as  intensely  colored  as  the  solution  of  blrxKl  that  is  to  be  exam- 
iuLHl,  and  the  number  is  read  off  which  is  found  at  Ibis  jioint  of  the  glass 
wedge.  If,  for  exanqile,  the  color  of  the  blood  solution  is  equal  to  that  desig- 
nated as  75  in  the  glass  w^e<lge,  it  means  that  the  examined  blood  contains 
75  per  cent,  of  the  normal  amount  of  hemoglobin.  Besides  the  estimation 
of  the  percentage  of  hemoglobin,  this  apparatus  also  makes  it  possible  to 
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reckon  the  absolnte  amount  of  lioTnoglobin  in  milligrams  in  1  c.mm.  of  blood. 
[It  is  essential  to  rememliLT  tlitit  percontage  readings  are  very  misleading  when 
applied  to  children,  sinee  tlicir  normal  is  aViont  75  per  cent,  of  tlie  normal  of 
adtdt  metL  Wonien's  blood  contains  10-15  per  cent.  \e9B  coloring  matter  than 
men's.  All  hemoglobin  instruments  should  be  graduated  in  milligrams  per 
cmm.  of  blood  instead  of  in  percentages  of  a  supposed  *^  normal." — En,]  The 
invesligalion  is  rather  laboriotis  l>ecause  it  can  only  be  carried  out  with  arti- 
ficial illumination.  The  apparatus  is  cpiite  expensive  on  account  of  the  diffi- 
culty in  manufacturing  the  ghiss  wedge.  Its  use,  however,  is  %'aluable,  for 
an  investigator  in  constant  practice  is  able  to  reduce  the  errors  to  5  per  cent, 
and  less. 

The  little  a]>paratns  of  Gowers  works  on  the  fnllnwing  principle:  A  tnbe 
contains  a  standard  color  solution  which  possesses  the  tint  of  a  diluted  watery 
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hemoglobin  solution.  In  a  graduated  glass  tube  of  the  same  size  a  small  but 
accurately  determined  amount  of  blood  is  diluted  with  water  until  it  is  the 
same  color  as  the  color  in  the  test-tube;  naturally  this  occurs  the  sooner  the 
thinner  the  Irlood  is  at  the  Iteginning.  If,  for  example,  an  equalization  of 
color  is  reached  at  no,  this  indicates  tlait  the  blood  only  contains  00  per  cent, 
of  hemoglobin  in  comparison  to  normal  blood. 

This  test  is  quite  simple  and  it  may  he  completed  in  a  few  minutes  during 
the  office  hour;  the  apparatus  is  very  cheap.  With  a  well  marie  instrument 
the  errors  nn^v  be  reduced  to  from  10  to  5  per  cent.  1  must  call  attention  to 
the  fact  that  the  manufacture  of  this  apparatus  is  carried  on  by  some  quite 
unreliable  manufacturersj  so  that,  for  example,  test  solutions  are  furnished  in 
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color  lints  such  as  thin  wafory  blood  solution.^  iipver  show,     Pmhnbly  because 

of  these  poor  instruments,  there  lias  Inxm  a  paHiiil  ojjposition  to  the  use  of  the 

Growers  a])paratii5. 

A  short  time  ago  Sahli  niarle  a  change  in  the  Gowers  hemoglobinometer, 

which  appears  to  have  atkled  greatly  to  the  value  of  the  apparatui>.     For  thig 

purpose  tlie  measured  quan- 
tify of  blood  is  first  placed 
in  a  slightly  diluted  hydro- 
chloric  acid  solution  which 
produces  a  dark  brown  so- 
lution   of    hydrochlorate    of 
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Fio   11, — Hemometer.     (After  Sahli.) 


hematin.  This  mixture  is  then  diluted  with  water  until  it  eorre.sfK>nds  ex- 
actly in  color  to  a  teat  solution  which  is  furnished  with  the  apparatu.^,  which 
aha  consists  of  hydrochlorate  of  hematin  in  a  definite  dilution.  From  the 
amount  of  water  necessary  to  [iroduee  this  t^orres{K>nt]ence  in  color,  we  may 
estimate  the  amount  of  hemoglobin  in  the  drop  of  blofx!  that  has  been 
tested.  Jn  its  mechanism  the  apparatus  is  much  superior  to  the  original, 
as  may  be  .seen  in  the  two  illustrations  which  are  place^i  side  by  side  (Figs. 
10  and  11), 

Among  olher  instruments  (of  which  there  is  a  great  numter,  each  investi- 
gator having  his  favorite  one)  T  should  like  to  mention  one  of  the  latest,  the 
practical  importance  of  which  upon  a  large  scale  must  still  be  proven,  and  the 
use  of  wliicli  is  somewhat  more  ditlicult  than  of  those  previously  d**pictc<l :  the 
principle,  however,  is  interesting,  and  differs  greatly  from  that  of  the  colorinie- 
tric  ones  fliat  have  been  deseril)ed ;  for  this  reason  it  is  necessary  to  compare  its 
results  with  those  obtained  by  the  aid  of  other  instTument^s,  I  refer  to  the 
hrmophotogrfiph  of  (Jaertner  (see  Figs.  12  and  13).  Gaerfner  started  from 
the  oliservation  that  tlic  permeability  of  a  diluted  watery  blood  solution  for  the 
pbotogra|»bic  rays  of  sunlight  was  in  inverse  firoportion  to  its  hemoglobin  con- 
tent. For  thisj  reason  he  spreads  the  blood  solution  to  l>e  examined  in  a  layer 
of  definite  and  uniform  thickne^,  lays  photographic  paper  binder  it,  and  per- 
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raits  the  suiiligtit  to  ponctratc  this  for  a  definite  time.  The  deerw  of  hlaek- 
ening  which  the  paper  s^liows  binder  the  blood  Uiyer  is  compared  with  a  stand- 
ard  scale,  and  then  the  hemoglobin  is  read  from  a  table  which  has  been  obtained 
empirically. 

In  rpiite  a  series  of  investigations  I  have  compared 
the  re.-ults  obtained  with  tlie  tip]>aratns  of  (jowers  and       Bi^EP^^fl||BI1&t€F!t 
Gaertner  and  have  found  reasonable  uniformity. 
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Fig.  12, — Hkmophotografh.     (After  GaertoerJ 


FlO.  13. HEMOlMtUTOtiRAPU. 

(After  (jaertiier.) 


When  hy  the  aid  of  some  of  these  int^tnimen ta  a  result  has  been  obtained, 
it  must  always  be  borne  in  mind  that  no  exact  test  han  bcvn  made,  that,  on  the 
contrary,  all  ^orts  of  errors  may  be  present.  Tliose  whith  are  due  to  the 
imperfections  of  the  instrument  I  ha%'e  already  pointed  out;  and  we  must 
alwayii  assume  5  to  l(i  jjcr  cent,  of  errors  in  the  examination  of  a  definite  drop 
of  blood,  even  altiiough  we  are  quite  expert  in  the  examination;  with  the 
novice  i]m  percenta>::e  may  be  much  gruatcr,  I' li fortunately,  it  is  impos- 
sible by  the  use  of  more  exact  so-called  physiologic  methods  to  avoid  these 
errors  in  the  estimation  of  hemoglobin,  partly  because  the  methods  are  eom- 
plieafed,  and  partly  because  they  require  too  large  amounts  of  blood,  and, 
therefore,  cannot  be  utilized  in  practice. 

To  these  errors,  which  ar^'.  however,  due  to  the  methods  or  inslniments, 
still  others  must  be  added  which  are  due  to  a  certain  changeability  in  the 
blood  itself.  It  is  well  known  that  the  most  varied  influences  may  change . 
the  caliber  of  the  l)Iond'VeSs<els,  by  stimulating  I  he  vaso-dilators  or  the  vaso- 
constrictors; for  exam]>le,  light,  heat,  cold,  muscular  activity,  etc.  Accord- 
ing to  the  ealiljer  of  the  vessels — of  course  within  certain  narrow  limits — 
the  nond>er  of  corpuscles  in  the  capillory  blood  will  vary,  and  with  this  the 
amount  of  hcmoglotiin,  the  s]weifie  gravity,  the  total  solids  and  the  albumin 
contents  of  the  blood.  IMoreover,  if  the  lilnod  to  lie  exauiiucd  is  not  ohtaim^l 
by  puncture  or  incision  of  the  blood-vessel  directly,  hut^  as  in  the  great  major- 
ity of  casesj  hy  a  prick  in  the  finger  or  by  wet  cups^  the  unavoidable  admixture 
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of  tissue  lymph  (o  tho  l>Iood  rocans  another  sourco  of  error,  although  in  itself 
not  a  great  one. 

In  spite  of  alt  these  objections,  which  should  be  constantly  borne  in  mind, 
the  clinical  ei^timation  of  heranglobin  is  of  fijeat  value;  in  practice  it  is  iin- 
questinriahly  more  important  than  all  other  niethotbs  of  blood  examination. 
The  decision  of  the  most  important  question,  whether  the  patimt  be  anemic 
or  not,  can  only  l>e  made  positively  by  a  hemogh>bin  test.  The  physician 
shgnld  aecus^tom  himself  to  look  upon  an  examination  of  a  patient  as  com- 
plete only  after  the  blood  has  been  examined  liy  tlie  aid  of  a  henio^fohinomoter ; 
then  a  snrprisingly  large  number  of  persons  will  be  found  whose  blood  will 
show  qnite  a  different  eontlition  from  what  might  have  been  expected  iiefore 
the  examination  from  tlieir  general  appearance.  My  estimation  is  rather  too 
low  ihiin  too  hitrh  when  I  say  that  fidly  one-half  of  those  who  are  pale,  who 
have  pale  mo(:^>us  membranes  and  eool  extremities,  and  for  this  reason  usually 
desif^nmle  themselves  as  '' annttir,''  sliow  a  perfectly  normal  amount  of  hemo- 
globin. Such  persons  do  not  suffer  from  un  almormrtl  composition  of  the 
blood,  but  from  iU  abnormal  distribution.  That  the  greatest  dilTerences  in 
regard  to  treatment  will  result  from  this  in  individual  cases  certainly  re(|uires 
no  further  demonstration.  I  shall  only  point  to  the  futility  of  many  a  treat- 
ment by  iron ;  due  to  the  fact  that  tlie  treatment  was  k^guo  without  any  iudi- 
cation  for  it,  i.  e.,  without  proof  of  a  diminution  in  the  amount  of  hemoglobin, 
A  careful  test  of  the  amount  of  bemogloljin  in  the  blood  would  in  many  cases 
cause  ns  to  relinquish  the  iron  treatment  and  lead  to  the  use  of  other  cura- 
tive methods. 

In  conclusion  1  most  add  that  a  diminution  in  hemoglobin  may  occasion- 
ally 1m?  discovered  where  the  external  appearances  by  no  means  indicate  anemia; 
of  course  a  correct  estimate  of  the  degree  of  anemia  In  such  case.s  must  depend 
upon  a  test  of  tlie  liemoglobin. 

The  chief  value  of  tho  clinical  investigation  of  hemoglobin  depends  upon 
the  fact  that  it  soon  informs  us  whether  and  to  wfiat  degree  the  blood  may  be 
lookeil  upon  as  anemic;  from  this  we  can  determine  whether  to  Investigate 
the  blood  for  other  changes  or  not. 

n.   COUNTING  THE   BLOOD-CORPUSCLES 

For  this  purpose  we  use  exclusively  the  Thoma-Zeiss  counting  apparatus 
(Fig,  11).  This  consists  of  a  pi[ietti'  G  with  a  mixing  ehaml>er  /i",  in  which 
the  one  or  ten  per  cent,  blood  dilutions  are  made;  and  of  a  counting  chamlier 
D  and  c  in  which  under  the  niicroscojie  400  divisions  may  \)e  recognized,  each 
containing  |^^  c.nim.  In  counting  the  red  hlood-eorpuscles  the  following 
method  is  pursued :  The  blood  is  sucked  up  to  a  definite  mark  in  the  capillary 
tube,  and  then  diluted  with  a  preser^'ing  tluid.  We  use  exclusively  Hayem's 
solution,  the  composition  of  which  is  the  following: 

Mercuric  chlorid 0,5 

Sodium  sulphate 5,0 

Sodium  chlorid  , 1.0 

Aq.  dest ...  200.0 


Fig.  14,-^nEMor'^-TnMETER:,     (After  Tlioma,) 


blowing  out  a  drop  of  diluted  blood  upon  the  counting-disc,  }\o  puts  on  2 
CH>rncrs  of  the  shelf  ( \\\  Fig.  14),  tVmt  is,  to  supprirt  the  mver-gliiss,  a  ifuttftie 
drop  of  water.  The  dilut4?d  blood  drop  is  then  jid justed  on  the  eniintintr  dit=c 
aud  as  rapidly  as  possible  the  cover-gkss  is  let  down  and  pn^sstMl  finiilv  into 

position  by  strong  pressure  with  the  thumbs. 
Newton's  rings  are  then  visible  at  once,  and  the 
cover-glass  is  scaled  Urndy  in  position.— En.] 
After  wliich  (using  about  300  diameters  uiagnifi- 
caMon)  as  many  as  possible  of  the  squares  in  view 
shonld  be  counted.  Tf,  for  example,  we  have 
diluted  the  Idood  1  :  KJO  and  then  enunt  in  tVJ 
squares  (¥\g.  15)  300  red  blood -enrposelcs.  the 
following  calculation  is  made  (wc  must  inuUiply 
with  100  to  compensate  for  the  blood  dilution)  : 

300X4000X100^3^^5^,,^^. 
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This  is  the  number  of  red  blood-corpuscles  eon- 
tained  in  a  c.mm. 

Any  one  in  cf^nstant  practice  with  this  instrument  possesses  an  exact  meas- 
uring a[i]iarrtius  in  which  the  danger  of  error  is  very  slight;  naturally,  the 
aggregiite  of  imiccuraeies  is  less  when  more  s(]uarcs  are  counted.  |(>f  course 
the  amount  of  error  depends  on  the  number  of  squares  counted.  With  men 
properly  trained  no  constant  practice  is  needed.  My  own  practice  is  to  count 
100  squares.     The  error  is  then  negligible. — Eo.] 

It  must  be  noted  that,  particularly  in  extreme  anemia,  the  numhcr  of 
blood-corpuscles  may  easily  be  reckoned  as  too  low,  since  the  mierocytes  which 
occur  here  are  apt  to  be  missed  if  we  are  nsin^  a  low  power.  Obviously  the 
olK^k^rvations  wc  have  made  in  regard  to  the  variation  in  the  composition  of 
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file  lilootl,  in  speaking  of  the  hemoglobin  test,  are  also  true  as  regards  the 
blood-count. 

In  practice  the  value  of  the  determination  of  the  nnmber  of  red  tjlood- 
corpuscles  is  not  very  great,  but  it  is  imporhint  in  any  careful  sturly  of  cases. 
This  is  obvious  if  we  realize  that  the  amount  of  henroglnljin  and  the  number 
of  hloofl'Cnrpuseles  nre  not  always  exactly  proportional;  thnt,  for  exampl*^,  a 
ditiiinution  in  the  fit'inoglohin  contents  to  50  jht  cunt,  does  not  necessarily 
imply  a  diminutinn  of  erythrocytes  from  5,OtlO,000  to  2,500,000;  they  may  be 
above  or  below  this.  We  designate  as  the  average  "  value  "  (V)  of  the  indi- 
vidual corpuscle  -A  i.  e.^  the  division  of  the  percental  hemoglf>biii  figure  by 

the  pereental  diminution  or  increase  of  the  erythrocytes.  [*'' Color-index  *'  is 
the  word  generally  used  in  .Vrnerien  instead  of  **  value/* — En.]  If,  for  exam- 
ple^ the  amount  of  hemaglobin  has  Ijeen  reduced  to  50  per  cent.,  the  erythro- 
cytes being  2,500,000  to  the  c.mm.,  the  average  "  value  ''  has  remained  1 ;  if, 
however,  with  50  per  cent,  hemoglobin  only  200,000  re<l  blood-eorjniscles  are 
present,  the  V  luis  even  risen  to  1/25  (fj).  On  the  otlirr  hand,  the 
*'  value  "  is  only  0,8  if  we  have  only  40  per  cent,  hemoglobin  and  2.5tH),000 
red  blood-corpuseles.  This  "  Vfilue-estimatkm  "  is  of  importance  for  the  rea- 
son that  the  various  types  of  anemic  conditions  are  distinguishe<l  by  the 
"value"  [f»r  erdor-index]  of  the  Idood  ;  for  example,  in  ehhirosis  or  in  post- 
hemorrhagic anemia  [or.  in  fact,  in  any  welbmarked  s4'condary  or  symp- 
tomatic anemia. — Ed.],  V  is  often  decidedly  Mow  1,  while  in  progressive 
pernicious  anemia  it  is  frequently  decidedly  al)Ove  L 

Tlie  numl>er  of  red  bbHid-corpuscles  to  the  conn,  upon  the  average  amounts 
in  men  to  5,000,000,  in  women  to  4,500,000.  |  llewcs  and  other  Americans 
have  noted  that  in  healthy  American  adults  the  nund»er  of  red  cells  is  usually 
near  0,000,000,  often  above  that  figure. — Eo,]  In  most  anemic  conditions 
this  is  reduced,  and  values  Ijclow  l,000,00t>,  even  as  low  as  30li,(HH>,  luive  been 
seen  without  absohitcly  prct-ludrug  the  recovery  of  the  patient.  On  the  other 
hand  it  must  be  emphasized  that  a  normal  number  of  erytlirocytes  is  not 
pnxif  against  the  presence  of  anemia,  unless  the  amount  of  hemoglobin  is 
also  normal. 

Under  certain  cireiirustaneos,  some  of  which  have  not  yet  l>t*en  suthciently 
explained,  a  decided  increase  of  red  blood-corpuscles  occurs,  a  hfipenjlobuJia, 
This  is,  for  example,  the  ease  in  the  various  forms  of  stasis  of  the  circulation, 
but  it  is  also  the  expression  of  an  actual  increase  of  bloml  formation.  Under 
such  cireumstiinces.  Tiirk,  for  instance,  found  TM 50.000  erylhrocytes, 

[Cases  of  this  U-j^c  were  tirst  descrilved  liy  Cabot  in  1890,  later  by  Osier  who 
noted  jmrticularly  the  enlargement  of  the  spleen  associated  with  the  poly- 
cythemia.— Ed.] 


in.   COtmTING  THE   LEUKOCYTES 

To  count  the  white  hlood'rorpnsch's  we  use  a  dilution  of  only  1  to  10, 
which  may  be  done  in  the  large-bore  mixing  pipette  in  the  Tboma  apparatus. 
In   order   that   counting   may   be   facilitalcHl    the   red    blood-corpuscles    are 
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destroyed,  and  for  this  purpose  the  blood  is  diluted  with  0.5  per  cent 
acetic  acid  solution.  This  process  has  only  one  disadvantage,  viz.,  that  the 
nuclei  of  erythroblasts  which  may  be  present  oannot  be"  differentiated  from 
white  blood-corpuscles.  In  general,  however,  this  error  is  quite  without  im- 
portance. 

The  normal  number  of  white  blood-corpuscles  in  a  c.mm.  of  blood  varies 
between  5,000  and  10,000. 

By  an  estimation  of  the  absolute  number  of  white  and  red  blood-corpuscles 
we  simultaneously  learn  their  proportion  to  each  other,  the  importance  of 
which  we  shall  describe  somewhat  more  minutely  at  another  place. 

IV.   SPECIFIC   GRAVITY 

The  most  exact  method,  one  easily  carried  out  with  some  practice,  is  that 
of  Schmaltz.  For  this  purpose  we  require  one  or  more  drops  of  blood,  about 
0.1  to  0.2  c.c.  This  is  sucked  up  into  small  glass  capillaries  that  have  been 
previously  weighed  upon  an  accurate  chemical  scale,  noting  how  much  they 
weigh  when  empty,  and  liow  much  after  having  been  filled  with  distilled 
water  at  a  tem])erature  of  15°  C.  Then  the  weight  of  the  tube  filled 
with  blood  is  determined,  and  the  specific  gavity  of  the  blood  is  cal- 
culated by  dividing  its  weight  by  the  weight  of  the  same  amount  of  distilled 
water, 

Hammerschlag's  method  has  been  the  most  extensively  used  from  the  fact 
that  it  docs  not  necessitate  an  expensive  scale,  but  only  a  simple  aerometer 
with  divisions  from  1.010  to  1.070. 

This  process  is  based  upon  the  physical  law:  "A  body  floats  in  a  fluid 
of  the  same  specific  gravity."  According  to  llammerschlag  a  mediunj-sized 
drop  of  fresh  blood  is  permitted  to  fall  into  a  benzol  chloroform  mixture;  if 
the  blood  after  being  dropped  into  the  fluid  sinks  still  lower,  it  is  heavier 
than  the  mixture,  and  by  the  addition  of  a  corresi)onding  amoimt  of  chloro- 
form an  attempt  is  made  to  compensate  for  this,  if  the  drop  of  blood  remains 
upon  the  surface  it  is  lighter  than  its  menstruum,  which  is  now  made  lighter 
by  the  addition  of  more  benzol.  If,  finally,  the  l)lood  drop  remains  at  the 
height  at  which  it  is  first  dropped,  it  possesses  the  specific  gravity  of  the 
benzol  chloroform  mixture,  which  may  easily  be  read  off  by  the  aid  of  the 
aerometiT.  As  the  l)lo()d  drop  under  the  infiuenco  of  the  fluid  surrounding  it 
readily  clianges  its  weight,  splitting  into  many  small  particles,  this  process 
must  be  ciM-ried  on  very  rapidly  or  fresh  droj)s  must  be  constantly  made  use  of. 
The  benzol  ciiloroform  mixture  can  always  be  utilized  for  new  estimations,  as 
it  is  readily  freed  from  blood  by  filtration. 

In  exactness,  Sehmaltz's  pycnometer  is  decidedly  superior  to  Ilammer- 
sclila^r's  method. 

In  normal  iiiales  the  specific  gravity  of  the  total  l)hH)d  is  1.059,  in  normal 
women  l.o^O  up<m  the  average. 

In  ireneral,  the  estimation  of  the  specific  gravity  only  complements  or  con- 
firms the  re>ults  obtained  by  hemoglobin  estimation.  According  to  minute 
exact  investigations  the  amount  of  hemoglobin  and  of  the  specific  gravity 


are  L-qual  to  one  another,  so  thai  by  this  sonit^what  more  enmplioate^l  method 
of  I'xamioation  we  learn  no  more  than  may  he  more  simply  detcnnineil. 
There  are  also  tahles  from  wliieli  we  may  read  nil  directly  the  s|>eeilic  gravity 
of  the  Idcxxl  with  a  definite  amount  of  tiemoglohin,  and  vice  versa.  This 
intimate  <lependence  18  clear  without  further  explanation:  Tlie  hemoglobin, 
as  the  principal  constituent  of  the  red  hlood-cell,  determines  the  greatest 
fluctuation  in  the  gravity  ef  the  total  hlood,  especially  since  the  fluid  of  the 
blood  h  of  an  extraordinar}-  constancy  in  its  composition.  Only  when  the 
specific  gravity  of  the  hlood  scrum  lH?eomes  decide<ily  lighter  than  the  normal 
will  the  parallelism  between  hemoglobin  and  spceifie  gravity  of  the  total  blood 
be  destroycil 

Closely  relateil  to  the  estimation  of  the  specific  gravity  are  the  quantitative 
estimation  of  the  total  solids  and  the  estimation  of  the  amount  of  albumin 
or  nitrogen  of  the  hlood.  Xeither  method  has  as  yet  been  adoptM  in  practice, 
partly  because  they  are  much  too  ditBcult,  and  partly  because  they  do  not 
enable  us  to  form  any  opinion  which  we  cannot  otherwise  arrive  at  much 
more  readily.  It  must  be  added  that  the  result  of  the  estimation  of  nitrogen 
in  some  cases  cannot  be  utilized  at  all,  for,  besides  the  hemoglobin  and  the 
wliite  bloml-eorpuscles,  other  nitrogeu-eontaining  substances,  of  other  origin, 
may  lie  f>resent  in  the  hlood  and  in  an  indefinite  amount.  In  reviewing  what 
has  been  WTitten  in  special  works  upm  the  subject  regarding  these  methods 
of  investigation,  we  must  say  that  they  have  added  nothing  distinctly  new 
to  hematolog)^ 

The  investigations  which  have  been  made  with  the  total  blood  have  been 
cxtcnrled  for  si'ientifie  purposes  to  the  individual  constituent  parts,  also  par- 
tieuhirly  to  the  estimation  of  the  amount  of  albumin  and  of  the  specific 
gravity.  Tlie  separation  of  the  two  integral  parts,  uLOfm-coiU*rj^CLE8  and 
sKRi'M,  may  be  made  in  a  simple  manner  either  by  sedimentafion  or  centrilu- 
gation.  Material  for  investigation  may  he  procured  even  from  a  few"  drops 
of  blood ;  it  is  sucked  up  into  small  glass  tubes  in  which  the  serum,  at  the 
latest  in  twenty- four  hours,  may  te  spontaneously  expressed. 

As  the  most  important  result  of  these  researches,  it  must  l>e  emphasized 
that  the  serum  in  some  pathologic  conditions  does  not  take  part  in  the 
changes  of  the  total  blood  but  retains  its  composition.  Thus,  according  to 
Grawitz,  the  serum  in  chlorosis  and  in  progressive  pernicious  anemia  does  not 
take  part,  or  to  a  very  slight  extent,  in  the  hydremia  of  the  total  hlood,  and 
invariably  sliows  normal  quantities  of  total  solids.  In  chrouic  nephritis,  the 
hydremia  of  the  total  bhxxl  is  chiefly  attributed  to  the  decided  increase  of 
water  in  the  serum. 

I  shall  mention  still  other  methods  of  blood  examination,  although  they 
have  not  as  yet  been  considered  of  importance  in  practice;  because  it  seems 
advisable  briefly  to  descril>e  some  conditions  of  which  mention  is  occasionally 
made.  For,  since  the  purpose  of  this  article  is  the  stimulation  of  more 
frequent  hematologic  investigation  in  practice,  we  must  consider  not  only 
those  methods  which  have  t)een  found  of  practical  value,  l>ut  those  with  which^ 
in  spite  of  great  etTorts,  little  or  nothing  has  been  demonstrated  eitlier  theoret- 
ically or  practically. 
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V.  ALKALINITY 


The  estimation  of  the  alkalinity  of  the  blood  must  be  first  mentioned. 
That  fresh  blood  has  an  alkaline  reaction  cannot  be  directly  determined  by 
the  use  of  litmus  paper  on  account  of  the  color  of  the  blood,  but  a  particularly 
sensitive  red  litmus  paper  must  be  moistened  with  a  dilute  sodium  chlorid 
solution,  then  the  blood  to  be  tested  must  be  dropped  upon  it  and  the  paper 
be  rinsed  again  with  a  sodium  chlorid  solution.  It  is  very  difficult  to  deter- 
mine the  degree  of  alkalinity  with  any  accuracy.  In  the  newer  methods  the 
blood  to  be  used  is  made  of  a  lacquer  color,  and  this  is  titrated  against  a 
normal  tartaric  acid  solution  with  lacmoid  paper.  For  this  purpose  we  usually 
require  somewhat  larger  quantities  of  blood,  5  to  8  c.c. ;  C.  S.  Engel  has, 
however,  constructed  an  "  alkalimeter  ^^  which  makes  it  possible  to  carry  out 
the  test  with  jh  cc  of  blood. 

How  slight  is  the  importance  of  these  investigations,  even  to-day,  is  shown 
by  the  reports  of  various  authors  that  even  the  normal  values  vary  within 
wide  limits;  for  instance,  from  203  (Canard)  to  508  (Loewy)  mgm.  NaOH 
in  100  c.c.  of  blood.  With  such  differences  in  the  normal  value,  it  is  not 
surprising  that  results  obtained  under  pathologic  conditions  give  rise  to  con- 
clusions still  less  definite.  Thus,  one  author  found  increased  alkalinity  in 
certain  diseases  in  which  another  found  decided  diminution. 

In  the  present  status  of  the  question,  we  must  be  cautious  in  introducing 
such  an  uncertain  method  of  investigation  into  practice;  for,  since  the  result 
is  finally  expressed  in  figures  which  have  a  deceptive  appearance  of  exact- 
ness, it  is  much  more  misleading  than  the  most  subjective  method  of  exami- 
nation. 

We  are  by  no  means  convinced  of  the  biologic  importance  of  the  alkaline 
reaction  of  the  blood.  Many  authors  are  inclined  to  look  upon  the  bactericidal 
properties  of  the  blood  as  bearing  a  certain  parallel  relation  to  the  alkaline 
reaction  of  the  blood,  but  are  unable  to  prove  the  correctness  of  this  view. 
Even  with  such  a  proof  little  appears  to  be  gained.  For  it  is  self-evident 
that  a  definite  degree  of  alkalinity  means  a  relative  optimum  for  bacteria, 
since  the  increase  of  alkalinity  at  once  produces  for  them  unfavorable 
conditions. 

I  must  call  attention  to  the  fact  that  Brandenburg  may  perhaps  have 
opened  a  way  out  of  these  uncertainties  l)y  his  recent  investigations.  Bran- 
denburg deinonstrated  that  we  must  differentiate  between  the  alkali  combined 
with  al])Uinin  and  that  combined  with  carbonic  acid.  These  elements  can 
be  separated  from  one  another  since  the  latter  is  capable  of  diffusion,  while 
the  alkali  combined  with  albumin  is  not.  Thus  it  was  sho^\^l  that  the 
diffusible  part  of  alkali  represents  a  very  constant  value  corresponding  to 
about  ()0  Tii^ni.  XaOH — while  the  non-diffusible  part  is  exposed  to  the 
greatest  variations.  It  is  now  conclusively  shown  that  under  pathological 
conditions  even  when  there  is  great  variation  of  the  total  alkalinity  from 
the  normal,  the  amount  of  diffusible  alkali — ^^  the  alkali  tension'^ — remains 
almost  unchanged. 


SPECTROSCOPIC  EXAMINATION 


287 


VI,   VOLUME   OF   RED   CELLS 

Some  authors  atUich  a  certain  value  tn  the  detenuiDation  of  tfic  volume 
of  the  red  blood-ceHs  in  a  ik'finito  amount  of  hlood.  For  the  correct  estima- 
tion of  this  various  instruoionts  have  Ueen  invented,  nml  eitlier  tliose  in  which 
the  hk)nd -corpuscles  are  separated  from  the  sennu  hy  centrifu^mtion  (*^  hemn- 
tohrit'-)  or  those  in  which  this  occurs  by  spontaneous  sedimentation,  can  be 
employe<L  Every  method  shonhl  be  rejected  in  which  salt  or  a  salt  solution 
is  used  to  prevent  the  eoagulation  of  the  ldood»  For  the  volume  of  red 
corpuscles  renmins  uuinllueiief^l  only  wlien  it  crmies  in  eoutaet  with  an  isotonic 
m\i  soluticm;  as,  however,  particuhirly  in  pathologieal  conditions,  a  special 
concentration  is  isotonic  for  e^eh  kind  of  blood  in  each  individual  case,  the 
estimation  of  the  volume  wouhl  first  depend  npcm  a  previous  determination 
of  the  isotonic  salt  solution;  and  such  a  difheult  process  can  he  of  no  use 
in  practice. 

The  method  which  we  owe  to  Kiippe  is  very  valuable  because  coagulation 
is  prevented  in  the  centrifugal  tul>es  of  his  hernatokrit  by  the  absolutely 
suiooth  Willis  of  the  *ubes.  As  the  blood,  therefore,  remains  unmixed  we  may 
perhaps  assume  tluit,  after  complete  centrifugation,  the  proper  proportion  of 
plasma  and  cells  as  it  exists  in  the  blood-vessels  is  shown. 

If.  liowever,  the  patho!og>^  of  the  blood  is  investigatcnl  by  estimations  of 
volume,  t!ie  figures  olitained  by  these  instruments  show  nothing  that  may  be 
looked  upnn  as  enriching  our  knowledge  or  promoting  our  understanding 
of  diseases  of  the  blood ;  and  I  only  refer  to  this  method  for  the  sake  of 
completenei^s,  with  the  express  statement  that  at  present  it  cannot  be  consid- 
ered a  clinical  method  of  investigation. 


VII,   SPECTROSCOPIC   EXAMINATION 

For  certain  methods  of  examinalion  of  the  blood  tlie  use  of  the  spectro- 
sroi'K  must  be  understood,  for  in  the  recogntlion  of  various  hemoglobin  com- 
binations which  are  elmracteristic  of  certain  cf>nditions.  jtarticutarly  of  poison- 
ing, the  spectroscopic  investigation  of  the  blood  is  absolutely  necessary  and 
enables  ns  to  reach  conclusions  not  to  be  arrived  at  by  the  microscope  or  any 
other  metliwls.  The  principle  of  this  method  must  tie  considered  as  under- 
stood; but  it  may  b*.*  mentioned  that  in  qualitative  investigations,  as  a  rule, 
a  so-called  pocket  spectrosco|>e  is  suthcient,  and  that  it  is  vvt*ll  to  place  the 
blood  for  examination  in  watery  solutions  of  var}^ing  concentrations  between 
two  plane  parallel  glasses. 

The  dctifrmi nation  of  TO-Hh  and  of  methcmoglobin,  the  former  occurring 
in  carlionic  acid  poisoning,  the  setH>nd  in  various  forms  of  intoxication,  par- 
ticularly with  potassium  chlorate,  is  of  the  greatest  practical  importance^  The 
spectroscopic  determination  of  met  hemoglobin,  as  may  be  nott^i  from  the 
adjoining  table,  is  possible  hy  cltaracf eristic  absorption  lines  (Fig,  IG),  (Tlie 
determination  of  l'()-Hb  is  ditlicult  on  account  of  the  similarity  of  the  spec- 
trum with  that  of  O-Hb.    The  differentiation  is  only  certain  when  wc  observe 
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PlO.  16.— Tn»   Varioitb   Ab!*orptiom   SpEtTftA   ^F   Hkmoglobtn.     In  all  of  the  apectrtt  the 
varioua  Frminhofer  lineai  and  n  scale  iti  millimelers  are  drawn.     (Afttr  Lundois.) 

Finally,  the  slightest  degree  of  hrmoffhjhtnemia  may  he  demonstrated  with 
certninty  by  the  s|ieetrost'ope  in  those  cases  in  which  (icnlar  examination 
leaves  a  douht  as  to  whetlier  or  not  the  serum  contains  hemoglobin. 


Vra.   AGGLUTINATIVE  REACTIONS 

To  the  law  of  immunity  which  has  made  us  acquainted  with  the  vital 
importance  of  functional  changes  in  the  bloo«l  we  ow^e  a  valuable  diagnostic 
method.  We  know  tirat  in  the  natural  infwtions  of  man,  as  well  as  in 
animal  exi}eriment,  peculiar  changes  occur  in  the  VAooA  serum,  under  the 
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influence  of  gpecific  bacteria  or  bactorial  toxins.  Among  these  we  may  ditler- 
eiitiate  two  elai^-se;?:  The  antitoxic  sera  and  the  bactericidal  sera;  the*  fir^t 
variety  is  refirescnfed  liy  the  serurn  coiitaiiiiii;^^  dl[>ht!ieria  antitoxin,  the  second 
by  tlie  energetic  bacteriolytie  action  of  liie  blood  scrinn  in  eonvalescence  from 
cholera. 

As  a  variety  related  to  (he  last  ^onp  the  agfihdlnattntj  scnim  may  be 
included,  which  oeeurs  during  the  course  of,  and  after  recnvery  from,  many 
infectious.  We  are  most  fatuiliar  with  tljis  condition  in  enteric  fever,  in 
whicli  it  lirst  led  to  valualile  and  practical  diagnostic  results. 

The  essential  part  of  the  phenomenon  is  that,  in  a  mixture  of  such  serum 
with  tyjthoid  bacilli  in  a  culture  me^lium,  they  are  deprived  of  their  motility 
and  elurup,  i.  e.,  ■"  agglutinate.'*  To  detenuine  this  fact  a  few  drops  of  st-ruui, 
1  to  2  c.c,  are  suthcient,  and  these  may  be  nmst  easily  obtained]  by  centrifuga- 
tion  or  sedimentation  in  thin  gla.ss  tulies.  The  phenomenon  rnay  be  demon- 
strated maerosco]>ically  as  well  as  microscopically  {GrnberAXuktl  rmrlum). 
In  the  former  case,  with  nutritive  iKUiillon  after  the  addition  of  the  serum, 
we  st*i?  how  a  profuse  uniform  turbid  accumulation  of  typhoid  bacilli  clears 
cotupletely  in  from  twelve  to  twenty-four  hours,  and  a  delicate  floceulent 
precipitate  forms  which,  even  by  powerful  shaking  of  the  test-tube,  can  no 
longer  be  disseminated. 

The  microscopic  test  is  carried  out  in  the  following  manner:  A  drop  of 
the  typhoid  culture  which  is  to  be  utilized  for  the  test  is  arranged  as  a  hanging 
drop,  BO  that  we  may  convince  ourselves  of  the  active  motility  of  the  bacilli. 
If  serum  in  an  exact  proportion  is  ihtm  carefully  added  to  the  collection  of 
bacilli,  and  one  drop  is  placed  ujuler  the  microscope  in  a  positive  reaction, 
we  notice  even  after  a  few  minutes,  at  latest  after  a  quarter  of  an  hour,  a 
complete  cessation  of  movement,  a  clumping  of  bacteria  in  large  groups,  as 
well  as  an  iudistiuetness  in  their  outlines. 

[Another  method  is  the  following;  A  3-inch  test-tube  of  small  calilier 
is  carried  to  the  bedside  of  the  ]>atient  together  with  a  clean  medicine  dropper. 
Ten  drops  of  water  are  allowed  to  fall  from  this  dropper  into  the  test-tube. 
The  patient's  ear  is  then  punctured  in  the  ordinary  way  and  a  full  drop  of 
blood  is  sueki:Kl  into  the  drop|)er  and  then  ex]>elk'd  into  the  water  in  the 
test-tube.  The  test-tulie  is  then  corked  and  carried  to  the  laboratory  where 
the  culture  is  kept,  and  one  drop  of  the  blood  and  water  mixture  is  mixed 
with  one  drop  of  the  culture  and  examined  between  slide  and  cover.  There 
is  no  need  of  separating  serum  and  corpuscles  in  this  test;  the  whole  blood  is 
equally  stTviceable. 

For  public  health  work  the  blood  may  l»e  dried  on  tin  foil,  folded  in,  and 
mailetl  to  the  State  Laboratory  where  dilution  is  made  by  weight.  This 
method  Is  extensively  and  most  successfully  used  by  the  State  Board  of  Health 
in  ilichigan. — Ed.] 

The  value  of  this  reaction  test  can  only  be  properly  appreciated  if  it  is 
carried  out  with  certain  precautions.  First,  we  must  as^^ure  ourselves  of  the 
proper  composition  of  the  t}^hoid  culture  to  be  used  in  testing,  and  must  be 
sure  that  it  is  a  fresh  one,  not  older  than  a  day.  The  serum  re(juires,  a^ 
already  stated,  a  corresponding  dilution,  because  even  normal  serum  if  undi- 
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luted  may  cause  agglutination;  on  the  other  tiand,  the  dilution  should  not 
be  too  weak,  m  the  agglutinating  sul>stimres  in  some  cases  of  enteric  fever 
are  not  present  in  very  large  amounts,  and  if  the  serum  be  too  gi'eatly  diluted 
they  arc  inactive.  It  is  best  to  begin  with  a  dilution  of  one  part  of  iseruni 
to  thirty  parts  of  Viouillon,  and,  if  a  positive  reaction  be  obtained,  it  should 
then  be  determined  with  how  weak  a  dilution  we  can  still  secure  a  reaction- 
In  some  cases,  a  positive  reaction  has  been  obtained  even  after  concentrations 
of  l-5,000»  If  the  test  gives  a  positive  result  with  a  high  dilution,  the 
diagnosis  of  enteric  fever  is  thereby  assured,  with  the  one  Umitation  that  the 
serum  may  perhaps  have  received  its  agglutinating  properties  from  a  typhoid 
fever  some  time  previously,  even  several  years  before. 

If,  however,  the  result  of  the  test  is  negative  with  a  dilution  of  1 :  30,  it  is 
well  to  repeat  it  in  the  course  of  the  disease,  daily  if  possible.  Frequently 
it  is  noted  that  in  the  early  course  of  the  disease  the  serum,  which  at  first 
showed  no  reaction  while  diluted,  gradually  in  slighter  coocentration  betrays 
the  presence  of  agglutinating  substance.  But  the  diagnosis  of  enteric  fever 
cannot  be  excluded  with  certainty  even  in  case  of  a  continued  negative  result 
of  the  reaction.  The  appearance  of  the  reaction  may  be  expected  at  the 
earliest  upon  the  eighth  day  of  the  disease.*  [Since  it  is  impossible  to  fix  in 
any  way— except  arbitrarily — the  tirst  day  of  the  disease,  it  is  bard  to  make 
any  accurate  statement  about  the  earliest  appearance  of  Widal's  reaction. 
At  the  time  when  patients  first  consult  a  physician,  two-thirds  of  them  show 
a  positive  agglutination  reaction  in  the  l>lood,  but  in  a  few  it  is  delayed  as 
late  as  the  fifth  or  sixth  week,  or  it  may  never  appear.  Over  95  per  cent,  of 
eases,  however,  show  a  reaction  at  some  time  in  the  course  of  the  disease. 
Different  epidemics  vary  greatly  in  these  points,  some  showing  a  large  pro- 
portion of  early  reactions,  while  in  others  physicians  complain  of  tiie  high 
percentage  of  negative  reactions  in  tlic  earlier  weeks  of  the  disease. — Ed.] 

In  view  of  the  very  valyal>le  diagnostic  success  of  serum  diagnosis  in 
enteric  fever,  it  may  be  readily  understood  that  an  attempt  would  be  made 
to  reach  the  same  results  in  other  diseases,  hut,  unforhmately.  there  has  been 
as  yet  no  practiea!  success.  Endeavors  specially  directed  to  the  recognition 
of  tuberculosis  by  its  specific  agglutinating  reaction  may  he  looked  upon  as 
futile,  since  l^bert  Koch  reached  entirely  negative  results  in  this  direction, 

IX.   BACTERIOLOGICAL  EXAMINATIOIT 

The  diagnosis  and  also  the  prognosis  may,  under  some  circumstances,  be 
helped  by  the  bacteriafofjiad  inve.sii gallon  of  the  blood     There  are  quite  a 

I  Lately  Prf^scher  iCeniralbl.  f.  Bak1erioloff\e,  xxxi)  has  |iro|jom>cl  a  mewl)  fi  cat  ion 
whidi  indicftt**9  a  dt^ciilttl  prnetical  iiTiprovernt-nt.  Accortiini?  to  this  it  is  ptirticuljirly 
valuiible  ttiat  a  typhoid  iKniillon  iiuiy  ho  iililizod  in  wUit^li  tlip  hneiUi  havt*  kvii  tLilied 
by  the  addition  of  one  part  nf  a  forty  per  cent*  foriualiii  to  100  parts  of  Ijouillon.  This 
bouilion  ma)  in-  used  for  wockt*  without  losing'  its  ai^^lutimitiJi^  pro|MM"ty,  For  the 
nction  of  the  nerum  upon  the  Imeilli  Troscher  allows  from  oue  to  two  hours  at  blood 
beat;  for  viewing  the  »**runi  bouiHou  mixturtJ  \vh«eh  is  kept  in  a  bowl  we  employ  a 
low  power  dry  lena  (al>out  5*^  enlargement). 
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niimhcr  of  dts^cases  in  whit-li,  particularly  in  cspeeifilly  gevere  rases*  the 
pathogen  ir  at^^unts  enk'r  the  hi  on*  I,  Fonnerly  we  eon  ten  toil  on  Twelves  with  a 
micTOficopif  invisti^'ation  of  fresh  or  staiiu»d  hloml  to  ik'tonnino  the  pres^eneo 
of  Imeleria.  But  thir^  pron»ss  should  only  bo  resorlt^l  to  for  the  determination 
of  the  ^inrilli  of  rehipj^int;  fever,  or,  perhaps,  of  the  hacilli  of  anthrax.  In 
otlier  eases  it  may  lea* I  to  errors,  first  l»eeause  of  the  small  numher  of  ^rornij; 
that  may  Ihi  present,  and,  secondly,  l>ecause  confusion  with  accidental  hacterial 
contaminations  may  readily  occur.  It  h  therefore  advisable  to  puncture  a 
vein  of  the  arm  under  strict  antiseptic  precautions,  to  withdraw  1  to  2  ex. 
of  blood,  and  to  prepare  cultures,  best  in  houilloo,  or  to  determine  hy  aninuil 
experiments  the  probable  presence  of  pathntT|«iiic  bacteria. 

In  this  numuer  we  are  able  to  deteruiine  with  certainty  in  the  circuiting 
blood  the  presence  of  strept(X*occi,  staphylococci,  pnciimocotTi,  the  bacilli  of 
enteric  fever,  of  the  yda.ijne,  of  tuberculosis  and  others.  [Typhoid  bacilli  have 
repeatedly  been  cultivated  from  tlie  blood  of  doubtful  febrile  cases  before 
the  Wkhil  reaction  bad  api>eared.  Hence  this  procedure  may  lie  of  great 
value  in  obscure  eases.  The  same  is  true  of  the  cultivation  of  pneumo- 
cocci  from  the  blood  in  obscure  pneumococcus  infeetioDs  and  **  central  pneu- 
raonias." — En.] 

The  determination  of  the  pathogenic  agents  just  mentioned  can  only  be 
designated  as  an  auxiliary  factor  in  diagnosis,  but  the  recognition  of  spirilli 
in  the  blood  is  the  only  means  for  a  positive  diagno- 
sis of  relapsing  fever.  As  a  rule  this  determina- 
tion is  very  easy,  for  the  pei-uliar  curved  form  of 
the  spirilli  (see  Fig.  IT)  precludes  con  fusion  with 
other  organisms.  Their  number  is  usually  very 
hirge;  our  detection  of  them  is  greatly  faeilitatixl 
by  their  motility,  and,  finally,  they  stain  readily 
with  various  anilin  colors,  for  example,  intensely  _^ 
with  fuehsin,  so  that  they  may  Ire  easily  found  in  a  O  /  CX 
dry  preparation  even   if  present   in   the  blood  in        -^  ^|q  q 

very  small  nuTulR^rs.  ^  ^ 

rroliably  m  no  other  disea.se  is  the  practical     q^,^,^^,^    (After  v.  Jakach.) 
importance  of  blood  exauiination  greater  tban  in 

mtihtrin.  This  is  naturally  not  the  place  in  which  to  deseribe  the  entire  devel- 
opment of  the  malarial  parasite,  nor  even  to  mention  all  of  the  varieties  which 
occur  in  tlie  blood,  as  a  special  article  has  been  devote<l  to  this  important  sul> 
jeet.*  Here  it  need  only  be  mentioned  that,  in  many  cases,  we  should  look 
for  the  Plasmodia  in  the  bhx^d,  and  slmnld  familiarize  ourselves  with  the  most 
important  points  in  (he  technic  of  examination. 

In  the  investigation  of  the  blofxl  for  malarial  parasites  for  diagnostic 
purposes,  the  stained  dry  specimen  is  unf|uestionahly  the  most  suitable,  and 
we  shall  explicitly  describe  its  preparation  in  another  place.  For  when  very 
few  parasites  are  in  the  blood,  this  method  alone  assures  their  detection,  and 
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with  very  little  practice  it  protects  us  more  fully  from  error  than  an  investi- 
gation of  the  fresh  lilnod. 

The  withdrawal  of  blood  had  best  be  made  in  the  afebrile  period;  and 
even  here  it  must  be  borne  in  mind  that,  for  as  long  a  time  as  possible  prior 
to  this,  no  qninin  should  he  administered. 

Fixing  the  preparation  is  best  aecom|>lishcd  by  the  use  of  absolute  alcohol 
for  five  minutes,  [It  seems  likely  that  all  the  fixing  methods  described  in 
this  article  will  soon  be  replaced  by  the  fixation  produced  by  methylic  alcofiol 
which  IjA  the  menstruum  in  which  the  various  '*  Itouiaiiowsky  "  staius  are  dis- 
solved. Using  Lcishman's  or  Wright's  modification  of  the  Houuinowsky 
method  we  fix  the  specimen  in  the  same  fluid  whicli  later  (when  water  has  bec*n 
added)  stains  the  speeiuien.  This  saves  much  tiuie,  trouble,  the  apparatus 
and  expense.  The  technic  is  given  in  detail  below. — Ed.  |  Staining  is  best 
done  either  by  a  one  [ler  cent.  mcthyh*nc-lilue  solufion,  or  by  the  Cheuzinsky 
methylene-blue  cosin  mixture  meutloned  in  another  place,  or  after  tlie  ruethod 
especially  proposed  for  the  study  of  ma!aria  hy  nomanowsky-Zietnaun. 

With  an  enlargement  of  about  500  and  the  use  of  an  oil  imnier.sioo,  it  is 
not  ditlieult  even  for  the  novice  to  recognize  tbe  fully  developed  [^la.'^modium 
within  the  rc<l  bhM>d-cor[uisc!es.  Fir^^t,  Ibe  blue  tint  which  they  acquire  from 
the  methylene- blue  readily  distinguishes  them  from  the  nucleus  of  tbe  cell ; 
this  is  an  uncommonly  delieate  sky-blue  in  contrast  with  the  darker  blue  of 
the  nucleus,  which  more  closely  resembles  the  actual  color  of  the  material  used 
in  staining.  |With  the  Honumowsky  stain  which  is  now^  widely  usiHl  in  this 
country  for  all  blwd-speciniens,  the  nucleus  is  colored  crimson  and  its  con- 
trast both  with  the  blue  of  the  parasite  and  the  yellow  of  the  surrounding 
corpuscle  forms  thus  one  of  the  most  recognizable  features  of  the  organism. 
— Ed.]  By  the  amount  of  pigment  the  recognition  of  the  Plasmodium  is 
also  decidedly  facilitated. 

It  is  more  ditlieult  if  only  the  very  young  forms  of  the  plasmodia  are 
present,  those  which  are  still  very  small,  and  have  not  as  yet  formed  pignient. 
Occasionally  the  characteristic  seal-ring  shape  facilitates  their  recognition; 
frajueutly,  however,  the  apparently  structureless  forms  may  be  confused  with 
the  nuclei  or  the  fragments  of  a  nucleus  of  the  erythrocytes,  or  with  tbe  dots 
of  *^  stippled"'  erythrocytes.  Here  the  character  of  the  staining  in  particular 
gives  a  point  of  support  for  their  recfignition.  Observations  made  at  u  more 
favorable  time,  and  eventually  an  examination  of  the  fresh  blood  to  determine 
the  motility  of  these  bodies,  furnish  convincing  proof. 

How  important  it  is  to  carry  out  an  examination  for  plasmodia  is  shown 
by  the  fact  that,  according  to  Kobert  Koch,  the  proptiylaxis  as  well  as  the 
therapy  of  malaria  is  intimately  connected  with  the  results  of  the  blood 
findings. 

The  investigation  itself,  however,  is  so  simple  that  it  should  never  be 
omitti?d  in  any  case  in  which  long  protracted,  perplexing  fever  is  present,  or 
in  whicli  the  history,  or  Ibe  condition  of  the  sjtleeD,  or  other  clinical  pljenom- 
ena  point  to  the  possibility  of  a  malarial  infection.  Especially  in  regions 
in  which  malaria  is  quite  rare  valuable  time  for  the  patient  is  fref|ucntly  lost, 
because  the  physician  has  neglected  the  examination  of  the  bkwd,  supposing 
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a  septic  disease  or  a  tuberculosis,  ete.»  to  be  preseot,  and  malaria  bas  not  been 
recognized  as  tbe  true  eaui^c  of  tbe  morbid  phenonieiiiv.  [In  this  (*ountry  the 
opposite  mistake  is  more  common.  Many  cases  of  tuberculosis  are  miscalled 
malaria  because  they  have  chills,  and  no  projjcr  examination  of  the  chest  or 
of  the  hloi»d  is  made. — Ed.] 

Among  all  the  methods  of  blood  examination  nse<i  in  the  last  decade  un- 
questionably  the  most  far-reaching  results  have  been  attained  by  tbe  investi- 
gation of  the  xoKMAL  AND  rATTlOLOOiCAL  lUsTOUidY  of  the  bhn^d ;  this  was 
particularly  fostered  by  the  tecbnie  of  tbe  dried  preparaticm  and  the  differ- 
ential stains  introdueed  by  Ehrlicb. 

If  a  drop  of  fresh  blood  is  placed  under  tbe  microscope,  enlarges!  about 
500  times  and  examinwl  with  an  oil  immersion  a  number  of  important  points 
may  be  ol>served.  There  will  first  be  notL"d.  provided  the  Inyer  of  hlnrwl  is 
tliin  enoiitrh,  tbe  shape  of  the  red  blf»od'CorpuseIes,  their  dej>ression,  their 
bem*)glohin  staining;  by  this  method  also  the  rouleaux  formation  of  the  hlood 
discs  bec*omes  plain,  Tbe  structure  of  the  white  corpuscles  may  be  recognizcil 
by  this  simple  process,  and  various  forms  may  be  difTerenliated  from  one 
another. 

Thus  the  Iffmphovtftes  are  perceived  as  cells  about  the  size  of  a  normal 
re<l  blood-ct>rpus€le,  though  some  attain  double  or  even  three  times  this  size; 
their  nucleus  is  circular,  takes  up  the  greater  part  of  the  cell,  and  is  sharply 
demarcated  from  tbe  narrow  protoplasmic  border  surrounditig  it. 

The  majority  of  the  leukocytes  arc  conspicuous  by  their  dense,  decidedly 
refractive,  fine  granulations;  one,  two,  or  three  faint  nuclei  deposited  in  them 
may  he  recognized.  These  cells  are  twice  or  three  timt^  as  large  as  tbe 
erythrocytes.  In  a  few  f»f  the  leukocytes  present  (eosino|vbiles)  the  granula- 
tions arc  much  more  deciiledly  refractive,  and  the  individual  granules  are 
much  coarser.  These  two  last  named  forms  are  alike  in  size,  as  well  as  in  the 
conditions  and  the  numl>er  and  shape  of  their  nuclei. 

The  hfood-phnfuf's  are  mrvst  easily  recognized  by  their  agglutination  in 
clumps  and  slight  refractive  power. 

Studies  of  the  more  minute  structure  of  tlie  leukocytes  can  only  lie  made 
with  diflicult}'  by  this  simple  method,  as  the  forms  not  yet  described  are 
usually  only  present  in  very  small  numbers.  Moreover,  in  a  prolonged  exam- 
ination, the  blood  soon  suffers  changes  wlTich  produce  disturbance.  In  con- 
sequence of  this  tbe  investigation  of  the  fresh  blood  is  of  very  Uttle  service, 
and  we  are  usually  compelled  to  preserve  the  Idood^  by  a  proper  method  and 
to  stain  it.  For  thes<^  purposes  there  is  no  better  process  than  the  imtED 
STAINING  PRorrss  after  Ehrlich  [except  the  methyl ie  ah'ohol  fixation  de^cribt^l 
below. — En.],  and  this  is  as  simple  in  its  o^KTation  as  it  is  serviceable.  It 
has  the  practical  advantage  that  it  allows  the  investigator  to  work  r|iiite  indo- 
pendently  of  the  presence  of  the  patient,  to  choose  the  time  and  place  of 
examination,  and  permits  at  any  time  a  repetition  of  the  investigation  and 
a  dtnuonstration  of  the  result  obtained. 

Tbe  specimen  is  made  as  follows:  Cover-glasses  of  about  18  nim.«  having 
a  ciuadrangular  shape  and  of  special  thinness  (0.1  to  0.08  mm.)  are  used; 
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these  are  carefully  cleansed  in  ether  and  alcohol  so  tluit  fat,  fiber  and  all  parti- 
cles of  dust  are  removed.  [Water  is  suHicient  for  cleansing  eo\er-glasset«i  pro- 
vided they  are  properly  polisheii  with  silk  or  tissue  paper  afterwards, — Ed,] 
On  a  cover-glass  of  this  kind  a  sraall  drop  of  blood  which  has  exuded  from  a 
prick  of  the  finger  is  collected ;  this  glasB  is  dropped,  blood  s^ide  downward, 
upon  a  second  glass,  with  the  result  that  the  blood  soon  spreads  out  spon- 
taneously in  a  thin  film  between  the  two  very  nexible  glasses  to  about  three- 
quarters  of  their  extent,  as  if  in  a  capillary  space.  After  a  complete  distribu- 
tion of  the  drop  of  blood,  the  glasses  arc  removed  from  one  another  [by 
sliding  ojf  the  upper  of  the  two  covers  without  any  lifting  or  tilting,  but 
strictly  in  the  plane  of  their  surfaces. — Ed.]j  and  the  lilood  is  scH^n  distributed 

upon  each  in  a  uniform 
layer.  If  the  drop  taken  was 
small  enough,  the  blood  cells 
are  found  in  au  even  layer 
side  by  side  without  over- 
lapping each  other.  In  view 
of  the  fact  that  the  rc^l 
blood -corpuscles  are  dam- 
aged with  extraordinary  case. 
Fig.  is,  "%  espceially   by   moisture,   this 

maneuver  should  not  be  at- 
tempted with  the  unaided  hand;  for  the  moisture  of  the  tip  of  the  fingers  is 
capabb"  of  (.'hanging  the  outlines  of  the  retl  blnnd-eorpuscles  and  of  extracting 
their  heuiogiobin.  Fur  this  reason,  in  the  preparj^f inn  of  \\\v<v  ^pprlmens  two 
forceps  should  lie  used  in  the  manner 
depicted  in  V\\s,.  18.  |  For  any  one  whor^e 
lingiTs  are  not  habitually  aud  obviously 
dauip  the  us<j  uf  forceps  is  unnecessary. 
—Ed.  I 

Wlien  the  blood  fjlms  have  dried, 
which  usually  happens  within  twenty  to 
thirty  seconds,  it  is  neeessiary  before 
subjecting  them  to  the  stain  to  fix  the 
blood  in  a  suitable  manner.  For  practi- 
cal purposes  it  is  sutfiticut  usually  if  the 
flptriuu'us  are  placed  for  five  minutes  in 
a  solution  of  FO  forrnol  in  100  parts  of 
absolute  alcohol.  After  this  method  of 
fixation  almost  all  tlie  stains  which  need 
]>ractiealfy  be  considered  may  be  em- 
plme*!.  If  we  intend,  howevrr.  to  pre-  ' '"' 
pare  especially   beautiful   spwimens,   or 

to  make  investigations  for  seicjitifie  pur-  '^"  *^' 

poses,  then  Fbrlit-h's  old  met  hod— fixation  hy  heat  alone— had  l»etter  be 
utilized.  Mf>st  servimihle  for  this  pur])ose  is  a  small  copper  kettle  (Fig. 
ID)  inside  of  which  a  small  quaDtity  of  toluol  is  brought  to  the  boiling  point. 
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The  thin  copper  lid  of  the  kettle  will,  a  few  minutas  after  tlie  toluol  has  begun 
to  boil»  reach  the  temperature  of  the  hoilin|,^  point  of  toluol  (111°  0,).  Upon 
the  phite  heated  in  this  iiiiioiier  the  cover-glasses  with  the  dried  Ijlood  are 
placed  for  thirty  to  sixty  seconds,  and  this  fixation  is  quite  sutlicient  for  most 
of  the  staining  methods. 

Aiiioug  the  methwls  of  j<(ainin(}  the  hluod  thoi^e  of  Ehrlieh  havv  shown 
themselves  to  be  the  most  successful.  In  particular  his  iriaiid  solution,  which 
in  its  application  is  quite  simple,  brings  out  a  groat  many  points,  and  fur* 
nishes  reliable  conclusions.    The  formula  for  its  preparation  is  the  following: 

The  three  stains,  orange  G,  acid  fuchsin  and  methylene  gri^n,  are  prejiared 
in  saturated  aijoeous  solutions,  and  are  mixed  in  the  following  amountg  and 
order  (with  thorough  shaking  during  the  process) : 

Orange   G 13-li  ex. 

Acid  fuchsin 6-7  " 

At],  dest, 15  ** 

Alcohol  15  " 

Methyl  green 25,5  ** 

Alcohol , 10  '* 

Glycerin 10  " 

If  the  fixed  blood  preparation  is  allowed  to  float  for  aknit  five  minutes 
upon  a  few  drops  of  this  staining  solution,  the  staining  is  fmished.  There 
is  no  danger  of  over-staining,  even  in  a  decidedly  longer  duration  of  staining. 
The  eover-gla^s  is  then  thoroughly  rinsed  in  water,  carefully  dried  betwfx}n 
blotting  papers  and  nuninte^l  in  Canada  Ijnfsam. 

lH>r  certain  purposes,  as  we  shall  si*e  later  on,  this  triaeid  solution  is  not 
suitable,  and  we  are  compelhHl  txrasionally  to  use  complementary  stainings 
with  melhylpne-biue,  or  with  niethylenohlue  t?osin  mixtures.  FormuUe  for 
such  stains  are  the  following: 

Very  iustruetive  pictures  are  obtained  if  we  stain  for  half  a  minute  with 
a  sfdution  of  0.3  etjsin  to  100  c.c.  of  a  60  per  cent  alcohol,  rinse  in  water, 
and  subsequently  stain  for  two  minutes  with  a  watery  methylene-blue  solution 
of  1-250. 

Spei?imcns  of  great  clearness  and  elegance  are  obtained  liy  a  careful  appli- 
cation of  the  Chenzinsky'is  methylene- blue  eo^in  mixture: 

Concentrated  watery  methylene- blue  solution 40  c.c, 

0.5  per  cent,  eosin  solution  in  7U  per  c*ent.  of  alcohol. . ,   20    " 
Distilled  water. . . 40   " 

This  solution  must  be  filtered  ench  time  prior  to  use;  the  staining  requires 
from  six  to  twenty-four  hours  and,  to  prevent  evaporation  and  the  precipita- 
tion of  the  staining  material,  must  be  carricfl  out  in  air-tight  clostnl  cups. 

By  the  aid  of  these  staining  methods  we  are  enableil  to  recognize  a  number 
of  the  peculiarities  of  the  blood  cells,  which  arc  indistinct  or  entirely  unrecog- 
nizable in  fresh  blood.  Some  of  the  newer,  particularly  the  s^vcaUtHl  "uni- 
versal/' stains  have  such  glaring  faults  that,  at  least  for  the  present,  they 


296  BLOOD  AND  BLOOD  EXAMINATION 

appear  to  be  unsuitable  for  practice,  [After  using  and  teacbing  Ehrlich's 
method  as  just  described  for  eight  years,  I  have  recently  discarded  it  in  favor 
of  one  of  the  **  universal  '^  stains  which  our  author  here  condenius.  Leishinan's 
**  Komanowsky  "  stain  made  np  by  Wright's  uiethod  (see  Journal  of  Med, 
Research,  11>02,  voL  vii)  is  much  quicker  and  easier  to  use,  needs  no  fijcing 
fluid  or  beating  apparatus,  and  gives  pictures  which  in  99  cases  out  of  100 
arc  superior  to  those  obtained  by  Ehrlieh's  method. 

The  teclinic  is  as  follows:  Adjust  the  cover-glass  film  in  Coroet'B  forceps. 
Flood  it  with  the  stain,  using  a  medicine  dropper  and  keeping  the  bottle 
tightly  corked  when  not  in  use.  After  one  minute  add  water  drop  by  drop 
until  a  grwnish  iridescent  scum  apijcars  on  the  surface.  About  7  droj)s  are 
needed  with  a  J  inch  cover-gbiss.  Allow  the  stain,  so  diluted,  to  act  two 
minutes.  Wash  in  water,  and  allow  the  preparation  to  stand  one  minute  more 
in  water.     Dry  in  blotting  paper  and  mount  in  Canada  balsam. 

This  stain  brings  out  all  that  EhrliebV  metliod  docs  and,  Ix'sides  ibis,  stains 
the  blooil-phites,  the  granules  of  nmst-eells,  the  cbrornatin  of  malarial  parasites 
and  the  basophilic  granules  in  abnormal  red  cells — all  points  of  value. 

The  only  w^ak  point  of  the  Romanowsky  stains  is  the  deceptive  resemblance 
liet ween  certain  raegalohlasts,  certain  lymphocytes,  and  certain  myelocytes. 
In  perhaps  1  case  in  D*0  ibis  troubles  a  beginner;  in  perhaps  1  in  1,000 
it  troubles  an  expert;  but  in  no  case  does  this  difficulty  affect  the  essentials 
^the  diagnosis,  prognosis,  or  treatment  of  the  case. — Eix] 

In  examining  normal   idood  whieli  has  be<?n  stained  according  to  these 
methods    we   note   the    following    important    peculiarities:    The    red    blcHnl- 
corpuscles  have  been  w^bolly  staimnl  with  orange,  thai  is,  with  eosin,  and  Ibis 
causes  the  unstained  depression  which  is  free  from  hemoglobin  to  stand  out       ■ 
prominently. 

Among  tlie  white  blood-corpuscles  the  Jymphocpies  must  l>e  first  mentioned 
(see  colored  plate.  How  VTI,  a  and  b).  Their  nuclei  show  the  above  described 
configuration,  and  on  staining  with  a  triacid  solution  they  are  moderately 
well  stained  with  methylene  green,  the  protopbasm,  however,  being  of  a  very 
pale  yellowish  color.  [The  nuclei  are  often  so  faintly  stained  as  to  be  nearly 
invisible.  The  pmtojdasm  frequently  remains  unstained  or  shows  a  faint  gray 
color. — Ed.]  In  metbylene-blue  eosin  preparations  the  nucleus  is  dc*eply 
stained  with  the  Idue  stain,  which  is  very  frequently,  however,  found  to  be 
more  marked  in  the  blue  color  of  the  rim  of  the  prot<>]>lasm.  This  is  an 
express i fin  of  tlic  fact  that  the  protoplasm  of  t!ie  lymphocytes  is  more  baso- 
philic than  its  nucleus.  In  the  not  infrequent  cases  in  which  H  is  diJBcult  to 
determine  the  relation  of  a  white  blood -corpuscle  to  a  definite  cell  grmip,  this 
coodition  is  always  a  positive  sign  that  the  cell  must  be  looked  upon  as  a 
lymphocyte;  however,  the  absence  of  this  reaction  is  not  absolute  proof  that 
the  cell  is  not  related  to  the  l>TTip!iocytes,  for,  as  may  be  noted  froui  the 
colored  plate,  tlie  protoplasm  occasionally  shows  a  weaker  stain  with  the 
basic  staining  material  than  the  nucb^us. 

The  cells  which,  in  fresh  blood,  we  have  recognized  as  finely  granular  and 
polytiuclear,  are  shown,  in  staining  with  the  triacid  stain  (IX,  h)  to  have 
pale  green  colored  nuclei  and  very  fine,  almost  dust-like  granulations  of  a 
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raidij^h  violet  color,  fillini^  the  entire  protoplsisrn.  The  graniilntion  owes  this 
color  to  the  chemical  action  of  a  combination  of  the  acid  fuchsin  and  tlie 
mcthylcne-^nc<.'n  produced  hy  a  **  neutral  •'  stain;  for  this  reason  these  granu- 
hiiions  are  desi^j^nated  as  neutrophilic,  and  this  variety  of  cells  as  palfinudear 
neuirophiHc  leiikcx^ytes.  As  this  granulation  only  stains  in  ''neutral"  dyes, 
it  remains  nnstained  in  the  rnethylene-l>lne  eosin  mixtures  that  do  not  contain 
a  *' neutral '•  dye  stulT,  and  we  therefr)rc  find  in  the  pdy nuclear  leukocytes 
in  this  stain  an  entirely  unstained  protoplasm,  whiW  the  nucleus  shows  an 
intense  blue  (IX,  a). 

A  small  numl)er  of  white  blood-corpuscles  by  their  staining  and  nior- 
pholo^L^y  show  a  close  relationship  to  the  g^ronp  deseriljed  ahf)ve;  they  only 
diiler  in  that  the  t^rannlatinn  is  nnich  more  sparse,  and  that  instead  of  a 
pol>Tnorphie  and  intensely  stainefl  nucleus  a  larger,  less  indented,  quite  faintly 
stained  nucleus  is  present.  These  cells  we  designate  as  transit iona!  forms 
(see  colored  plate  VIII,  r).  They  are  the  stages  ituTnediately  prior  to  the 
polyuuclear  neutrophilic  leukocytes  which  in  part  are  formed  from  the  fol- 
lowing groups: 

Latfji*  mtmonuchar  leukoctfies.  This  cell  form  is  one  which  is  most  diffi- 
cult to  differentiate  from  the  lymphocytes;  nevertheless  this  difTerfmtiation 
is  aljsohitcly  necessary.  In  the  triaeid  stain  they  are  remarkable  for  their 
size,  being  three  times  as  large  as  a  normal  red  hlood'Corpuscle,  Their 
nucleus  is  large,  comprising  ahout  one-third  of  the  cell,  usually  eccentrically 
placed,  round,  of  a  pale  green  stain;  their  protoplasm  is  almost  unstained  and 
free  of  granulations  (  VIII,  b).  The  cells  staimxl  in  methylene-blue  (VI II,  n) 
are  often  decidedly  more  characteristic.  We  have  one  prominent  sign  which 
greatly  facilitates  the  dilTerentiation  of  this  variety  of  cells  from  the  larger 
forms  of  the  lymph-cells;  namely,  tluit  while  (as  has  been  mentioned  almve, 
and  as  may  Ite  noted  fmm  the  coiortd  pUite)  in  the  lymphocytes  the  boundary 
iM^hveen  the  nucleus  an*i  the  pmtophism  is  sharply  marked,  in  tlie  large  mono- 
nuclear  leukocytes  the  dividing  line  is  indistinct,  so  that  frequently  M^e  cannot 
determine  where  the  nucleus  begins  and  the  protoplasm  ends.  The  proto- 
plasm of  this  cell  variety  is  apparently  never  more  decidedly  basophilic  than 
its  nucleus. 

The  three  last  narnetl  cell  forms  constitute  an  intimately  connected  group, 
that  is,  links  in  a  chain  of  development  the  beginning  series  of  wliicli  arc  the 
large  mi>nfmuelear  leukocytes,  and  from  these,  l>y  transformation  and  division 
of  tlie  nucleus  as  well  as  by  the  extension  of  granulations,  the  transitional 
forms  and,  later,  the  polynuclear  neutrophilic  leukocytes,  arise. 

The  cell  forms  which  in  fresh  hlocxl  are  conspicuous  by  their  coarse  granu- 
lations may  also  be  readily  diffcnrntiated  from  the  others  in  the  stained 
preparation.  Their  nuclei  stain  with  nuclear  stains  with  medium  intensity; 
the  graniilaHons  which  almost  completely  till  the  protoplasm  in  the  triaeid 
solution  are  orange  or  copper  color  (X,  h),  and  in  eosin-eontaining  solutions 
they  are  stained  a  brilliant  red  (X.  a);  unfortunately*  in  the  reproduction 
they  are  not  very  well  depicted.  On  accfumt  of  this  propi^rt}^  of  acid  dyes 
(especially  eosin)  to  attract  these  granulations,  the  entire  cell  is  called 
oxfjphilic,  acidophiKc  or  eosinophilic. 
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Another  variety  of  the  white  blood-corpuscles  is  the  mast-cell  (XI,  a,  6,  c), 
the  peculiarities  of  which  cannot  be  recognized  in  fresh  blood,  but  only  upon 
the  use  of  very  definite  methods  of  staining.  [Mast-cells  are  beautifully 
stained  by  the  Romanowsky  method  mentioned  above. — Ed.]  These  cells  are 
characterized  by  a  quite  coarse,  often  irregular,  granulation  which  ^s  a  rule 
only  partly  fills  up  the  protoplasm.  Their  distinctive  feature,  however,  is 
the  basophilic  reaction  of  the  granulations  and  their  power  to  modify  the 
color  tone  of  most  of  the  substances  that  stain  them  ("metachromasia^^),  so 
that,  for  example,  with  kresyl-violet  R  they  stain  almost  pure  brown.  They 
also  differ  from  other  granulations  by  their  ready  solubility  in  water,  so  that 
they  can  only  be  stained  in  alcoholic,  not  in  watery,  stain  solutions.  There- 
fore, the  two  staining  mixtures  mentioned  above  which  are  in  most  common 
use  are  not  suitable  for  staining  the  granulations  of  the  mast-cells,  but  we 
can  best  use  for  this  purpose  alcoholic  solutions  of  methylene-blue,  dahlia,  or 
kresyl-violet  R.  [See  last  note. — Ed.]  In  the  preparations  stained  with 
triacid  the  mast-cells  are  recognizable,  since  the  insufficient  staining  of  the 
granulation  causes  the  cell  to  appear  as  if  permeated  by  vacuoles  (XI,  c). 
They  are  frequently  so  sparse  in  normal  blood  that  they  can  only  be  discov- 
ered by  examining  several  preparations. 

These  various  cell  forms  may  be  determined  in  all  normal  blood  by  the 
aid  of  different  stains,  and  in  the  adult  they  are  found  in  about  the  propor- 
tion shown  in  the  last  division  of  Table  A,  where  the  large  mononuclear 
leukocytes  and  the  transitional  forms,  on  account  of  their  close  relationship, 
are  included  in  one  group. 

In  the  arrangement  of  Table  A  the  fact  is  disclosed  that  the  lymphocytes 
occupy  a  unique  position,  among  all  the  white  blood-corpuscles.  This  is 
mainly  due  to  their  origin:  They  originate  in  the  lymphatic  tissue  of  the 
body,  the  principal  mass  of  which  consists  of  the  lymph-glands;  lesser  amounts 
of  this  variety  of  tissue  are,  however,  also  present  in  the  bone-marrow,  and  it 
therefore,  perhaps,  contributes  a  small  portion  of  the  lymphocytes  of  the  blood. 
The  groups  from  the  second  to  the  fifth,  however,  originate  exclusively  in  the 
bone-marrow;  only  under  definite  pathological  conditions  docs  the  production 
of  these  varieties  of  cells  also  occur  in  other  regions.  The  point  of  origin 
of  the  mast-cells,  which  is  chiefly  in  the  bone-marrow,  must  also  be  the  con- 
nective tissue  where  they  are  formed  in  large  quantities,  particularly  in  certain 
pathological  conditions. 

A  second  comprehensive  difference  betwwn  the  lymphocytes  and  the  five 
other  varieties  of  cells  consists  in  the  fact  that  the  latter  have  the  property 
of  active  niovenient  which  the  lymphocytes  do  not  possess;  we  shall  see  later 
that  this  diiFcrence  is  of  great  importance  for  the  conception  of  pathological 
processe;-.  [It  has  been  conclusively  shown,  I  think,  that  lymphocytes  do 
possess  the  power  of  ameboid  movement. — Ed.] 
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The  blood- plaffucs  are  recogoizaUIe  in  fresh  Wood  by  their  lesser  size 
(1-3 /Jt),  their  elump  formation,  aiul  their  sliglit  refractive  power;  they  gtain 
a  pale  l>Iiie  in  niulhylene-blue  j^ohitions,  ami  in  the  triacid  t?tain  from  gray 
to  gravisii  brown,  [In  mo.st  triaeid  preparations  the  hhK>d-plateii  are  invisible. 
With  lloinanowsky  stains  they  are  dark  phini  eolor  and  are  easily  seen. — Ed.] 

Before  entering  upon  the  j»hysiologie  and  patliologie  imjmrtance  of  individ- 
ual cell  forms  we  must  first  describe  a  few  cell  tinotntilivs.  In  different  patho- 
logical conditions  decided  changes  in  the  shape  and  size  of  tlie  red  blood-corpus- 
cles are  noted,  and  these  we  designate  by  the  term  poikUonjiosla  (Plate,  Row 
III),  The  average  normal  size  of  the  red  blood -corpuscle  is  from  8-9  ft;  in 
some  conditions  of  the  bhjod.  besides  these  ^'  norwonjtf,^*^  there  are  also  very 
small  forms  which  may  be  only  2  to  3 /i  in  size  ("  mivroajtes'')  ;  on  the  other 
hand  we  may  observe  large  forms  which  are  frequently  from  14-15 /*,  in  rarer 
cases  nuiv  even  reach  IH,  *>(>  and  22^  (mnfroctfle^^  mfgalocffles,  f/iganiocijics). 
Besides  tiie  clianges  in  size,  the  manifold  ebanges  in  the  shape  of  the  blajd- 
eorjmscles  are  important,  and  may  be  looked  upon  as  an  expression  of  seg- 
mental ion  and  decomposition. 

Occasionally  coinhinetl  with  these  pure  morphologic  changes,  but  quite  as 
frefjutTilly  entirely  indep^-ntk^nt  of  them,  we  note  in  the  erythrixTtes  deviations 
from  normal  conditions  which  are  shown  by  a  diminution  of  their  hemoglobin 
contents.  For  example*  fomis  of  various  size  are  noted  in  which  the  central 
depression  is  xery  markedly  extendetl  so  that  only  a  comparatively  small  part 
of  the  disc,  often  only  a  quite  narrow  rim,  apfK'ars  to  contain  hemoglnliin ; 
L  e,,  to  stain  in  the  corresponding  solution  (see  colored  Plate,  Row  111), 

A  diminution  in  the  ajuount  of  hemoglobin  of  the  individual  blood-corpus- 
cle is  also  oceasionally  shown  by  a  generally  weaker  i>ower  of  staining. 

Besides  tliese  slight  deviations  in  tinctorial  properties,  the  red  blood  discs 
frefjuently  show  marked  qualitative  anomalies;  for  instance,  we  note  very 
frequently  blood  discs  ivhich  do  not  tak^  a  pure  stain  with  eosin  or  orange, 
but  a  mixed  one,  so  that  in  staining  with  the  triaeid  stain  they  are  more  or 
less  grayish  brown,  in  methylene- bine  eosin  solution  from  bluish  nnl  to  lilae, 
and  occasionally  they  may  appear  pure  blue.  This  behavior,  wliich  now  is 
generally  designated  as  '^  poUfchromaiopkilic  :iegenfra{wn/'  may  be  explained 
by  the  fact  that  foreign  substances  which  stain  with  the  nuclear  colors  have 

[1  00-72  per  cent*  are  normal  limits,  in  my  opinion.^ED.] 
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been  deposited  in  the  plasma  of  the  red  blood -corpui^ele  (see  Plate,  Row  II). 
[There  are  many,  and  on  the  whole  convincing,  reasons  for  regarding  the?43 
granules  as  evidence  of  regeneration  or  of  unripeness,  but  controversy  is  still 
active  on  the  subject,  and  it  seems  i)est  for  the  time  to  use  some  nentral  term 
such  as  "basophilic  stippling/*^ — Ed.] 

Such  a  defiosit  of  substances  which,  for  example,  Btain  in  methylene-blue 
but  not,  however,  in  the  triacid  solution,  is  found  in  a  granular  or  dust-like 
form  in  the  protoplasm  of  the  red  blood-eells,  whetlier  this  is  normally  stained 
or  degenerated  in  the  manner  above  described  ( polychromatopliilia)  (see 
Plate,  Row  YI),  We  should  be  cautious  in  assuming  the  identity  of  these 
deposits  with  the  granules  of  tlie  white  blond-cnrpuseles ;  fherefore  we  should 
also  avoid  the  designations  granular,  granulation,  granulajed  erythrocytes, 
etc,  and  choose  the  non-implicating  designation  ^"^  siipplpd  enflhrofjfifs,^^ 

Much  less  frequent  than  these  staining  anomalies  of  the  red  blood-eorpus- 
eles  is  an  additional  one,  the  appearance  in  tlie  circulafmg  blond  of  nucleated 
red  blnod-eorpnscles,  **  frtfthroblfish."^  It  is  well  known  that  normally  in 
the  red  bone-marrow  nucleated  red  blood-corjjuseles  appear.  These  are  about 
the  size  of  the  normal  non-nucleated  blood  discs,  hut  contain  a  nucleus  of  an 
extraordinarily  intense  stain  and  a  protoplasm  that  usually  appears  in  the 
color  of  the  stains  tliat  color  hemoglobin,  more  rarely  in  that  of  polyehromato- 
philie  dr^generation.  They  are  uncpiestionably  the  early  stages  of  the  normal 
erythrocytes,  and  for  this  reason  are  designated  as  tiormobhsfs  (see  Plate, 
Row  IV).  On  the  other  hand,  only  under  pathological  conditions  in  the 
arlult  do  we  linfl  anrdhrT  form  nf  erythrohlasts  which  are  deeidcflly  larger 
than  the  normal  red  blood  discs,  and  have  a  diameter  of  14,  Di,  even  20 /i  and 
more.  Their  nucleus,  as  a  rule,  is  but  fet^bly  stained  by  nuclear  dyes,  their 
protoplasm  alnmst  invariably  shows  the  condition  of  polycliromatophilic  degen- 
eration. We  designate  tliis  variety  of  cells  as  mpgalohlasts^  or  fjitffintohfa^'^fs 
(see  Plate  V,  a,  6),  and  recognize  in  them  the  einbryonie  stages  of  megalo- 
cifles  and  gigantorffii\s. 

In  the  white  blood-corpuscles  changes  in  form  or  in  staining  property  are 
of  slight  importance.  It  should  be  mentioned  that  very  freijnently  the  proto- 
plasiri  of  the  lymphocytes  at  its  bonier  shows  proliferatimi  and  segmenlalion, 
processes  wlVich  indicate  a  degeneralive  condition  without  onr  being  able  to 
assign  to  them  definite  pathologic  importance. 

Much  more  interesting  is  the  appearance  in  the  circulating  blood  of  r  cell 
form  which,  under  nornud  conditions,  is  met  with  only  in  the  bone-marrow. 
This  is  a  mononuclear  letikr^cyte  of  varying  size  (8  to  2t)jtA  in  diameter)  (sc*e 
Plafe,  Row  XII),  the  protoplasm  of  which  is  filled  by  a  dense  neutroplidic 
granulation  ;  Ehrlich  has  given  this  corpuscle  the  name  *^  7?i?/r/or///r.-- 

The  white  hlood'corpnscles  shoi^  variations  of  great  importance  in  their 
number,  both  as  regards  their  total  number  per  cubic  millimeter  and  in  their 
proportion  to  the  nnl  blood-cnrpusch^s  ('jttt)  anrl  particularly,  in  the  propor- 
tion of  the  individual  forms  of  the  white  blood-corpuscles  to  one  another.  The 
estnnation  of  tlie  proporli^m  of  ^  is  ]>ossible  by  the  aid  of  Thoma's  appa- 
ratus for  counting  the  absolute  numbers;  this  may  also  be  accomplished  with 
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the  stained  dry  preparation.  For  this  piirpo^io  we  use  the  movahle  quadratic 
Ehrlich  eje-piece  (nee  Fig.  20),  The  principle  of  this  diiipJiragni  depends 
upon  its  making  it  possihle  to  count  the  red  and  white  hiood-corpu^^eles  in 
different  large  divisions  of  the  field  of  view,  so  that,  for  exanipk\  the  hniko- 
cytiin  are  counted  in  a  lield  six  or  nine  times  m  hirge  as  the  ftehi  in  which  the 


py 


FlO.    20. EhRLICH's    EtE-PIKCE    with    IrI**    IhAPHIiAGU. 

reds  are  counted,  Tlie  total  ouinher  detennined  after  counting  a  larger  series 
of  fields  of  the  red  is  then  direc^tly  com jm red  with  the  sum  of  the  wliite  hy 
multiplying  by  six  or  nine,  A  prerecpiisite  for  a  correct  result  by  this  method 
of  es^tioiation  is  an  ahsolutcdy  uniform  la^rer  of  blood  upon  the  cover-glass. 

The  proportional  rehition  of  the  individual  varieties  of  bl(K>d-corpuseles 
to  one  another  nuiv  he  dt  termined  by  a  simple  calculation  of  the  cells  when 
examining  a  dry  preparation. 

We  have  described  the  fundamental  characteristics  of  the  blood  cells  in 
their  normal  and  pathological  eondilion,  omitting  everything  that  depends 
upcm  purely  theoretic  investigation  and  wluch  has  not  XiA  ha^n  directly  applied 
to  practice,  as  well  as  t!iat  which  is  still  heing  debate*!,  and  concerning  which 
the  views  of  competent  observers  are  still  at  variance.  How  ha^  it  been  possi- 
ble to  utilize  thi.s  material  in  general  and  special  pathology? 

In  the  article  iip^m  Anemia  (see  this  volume)  due  stress  has  been  laid  upon 
the  pathological  clmngt^s  which  the  red  blood-cr>r|iyscles  undergo  m  the  various 
anemias,  and  we  may  now  limit  ourselves  to  a  description  of  the  changes?  in  the 
white  blood  cells  in  the  same  diseafies. 

In  the  first  place,  as  regards  the  appearance  of  pathological  cell  forms, 
for  the  reasons  indicate<l  we  have  included  only  the  myelm\vtes  in  our  descrip- 
tion. But  the  circumstances  under  which  these  are  found  in  the  circulating 
blood  agree  in  so  many  points  with  the  circumstances  under  which  the  num* 
ber  of  white  blood-corpuscles  increases  or  decreases  that  they  require  no 
special  elucidation. 

Consequently,  the  most  important  chapter  in  the  pathology  of  the  white 
blood -corpuscles  is  that  which  treats?  of  the  changes?  in  their  total  number  and 
the  relative  proportions  of  the  individual  leukocyte  forms.  Since*  in  general, 
we  refer  to  the  presence  of  leukocytes  as  leukaci/tosis,  an  incrense  of  their 
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total  number  we  Ppoak  of  as  hijperlfjtkocTjio^h^  an<l  a  diminution,  ns  hypohu- 
kocfflosis,  [1  prefer  tlie  term  "  Itnik'K'ytosis  '•  for  an  inerease,  and  the  term 
"leukopenia"  for  a  decreas^c,  in  tlie  eirenlatin^  leukocytes. — Ed.]  Even  at 
the  normal,  the  ahsolute  ntmdjer  of  wliite  hlood-eorpnseles  and  the  propor- 
tion of  tlieir  ditferent  varieties  show  distinct  variation;  in  ditferent  pathologic 
conditions,  however,  and  especially  in  infections  diseases,  the  deviation  nf  these 
conditions  from  normal  1»eeonies  more  inarke*!.  We  Imd  the  exjihination  for 
this  in  the  principle  of  ckemotaxis^  according  to  which  bacteria  and  their 
products  of  nieta]>olism,  as  well  as  numerous  other  toxic  sulistances,  are  capa- 
l>le  of  attracting  by  chemical  irritation  the  eells  wbieli  have  aecumuhited  in 
the  blood-forming  organs,  a  condition  which  we  designate  as  ponHive  chfrno- 
taxis;  on  the  other  band  under  (|uite  similar  circumstances  the  leukocytes  are 
repelled  by  the  previously  mentioned  ]>oisons,  so  that  the  number  in  the  cir- 
culating blood  is  decreased,  and  this  process  we  call  nrfjfjtlvE  chemotnxis. 
The  self-eviilent  presup|>asition  for  tliis  attraction  ami  repulsion  of  the  leu* 
koeytes  (since  the  condition  is  a  nntahle  example  of  action  at  a  distance)  is  the 
property  of  the  leukocytes  to  show  acti^'e  movement.  For  this  reason  we  give 
to  this  state  the  name  adive  Ipul-ocfftosis, 

Active  leulvocytosis  furnishes  the  most  varied  pictures,  not  only  <|uantita- 
tively  hut  qualitatively,  because  of  the  fact  that  the  cliemotaxic  irritability  of 
the  different  leukocyte  varieties  shows  specific  differences.  Thus  there  are 
Fubstances  wliicb  only  influence  one  variety  of  cell  in  a  positive  cbemotaxic 
manner,  being  inert  toward  all  others.  This  shows  itself  most  fretpiently  in 
a  decide<l  iocrease  of  t]ie  polynuclear  neutro]>hilie  leukocytes  abine  in  numer- 
ous infectious  conditions,  as  in  septic  diseases,  diphtheria,  and  articular  rheu- 
matism ;  other  infections  have  a  negative  cbemotaxic  property  for  tliis  cell 
form  so  that,  for  example,  in  enteric  fever,  we  often  find  them  dwidtMlly 
diminished.  On  the  other  hand  the  eosinophilic  leukocytes  show  marked 
power  of  attraction  for  tlie  blw>d  in  bronchial  asthma,  in  pemphigus,  in  trichi- 
nosis, and  in  several  varieties  of  helminthiasis.  More  rare,  hut  nevertheless  cer- 
tain, is  a  chemotaxis  of  the  inast-eells  exhibited  according  to  tliis  principle. 

It  is  a  peculiarity  of  the  cbemotaxic  reaction  that  all  leukocytes  endowed 
with  one  tyf>e  of  granulations  are  attracted  simultaneously  even  if  the  com* 
position  of  the  nucleus  varies;  for  example,  the  myeloc^^tes  react  in  the  same 
way  as  the  polynuclear  neutrophilic  leukocytes.  For  tliis  reason,  in  accord- 
ance with  the  variety  of  the  cell  that  is  infliienf*ed,  we  speak  of  neutrophilic 
hyperleukocytosis  or  hypoleukocytosis  of  eosinophilic  or  mast-cell  leukocytosis. 

Besides  these  specific  leukocytoses,  we  diagnosticate  another  form  of  hy|>er- 
leukocytosis  which  we  designate  as  a  mixed  form,  liecause  in  this  all  cells  that 
are  capable  of  cbemotaxic  reaction  are  increased  in  the  blood.  This  is 
7nffelogt:noiis  leid^emia:  we  therefore  arrive  at  the  bypotbesis,  no  matter  how 
obscure  to  tas  the  etiology  and  pathogenesis  of  myelogenous  leukemia  may 
still  he,  that  in  this  disease  a  toxic  substance  is  active  which  has  the  property 
of  influencing  a!!  myelogenous  cell  varieties  in  a  positive,  cbemotaxic  manner, 

A  form  of  white  Id  nod -corpuscles  must  still  be  mentioned  wliich  does  not 
possess  the  active  property  of  locomotion:  these  are  the  lymphocytes.  [See 
note  at  foot  of  p.  298.]    It  is  therefore  evident  that  this  form  is  not  subject  to 
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tncTaws  of  cliGinotaxis.  Since,  in  spite  of  this,  there  are  often  transitory  or 
permanent  variations  in  the  nuiulwr  of  l^inphocytes  found  in  the  hlornl,  these 
re^^uire  another  exphination.  We  find  this  either  {a)  in  tlie  increased  pro- 
duction of  lynipli-cells,  ilue  to  liyiK-rplasia  or  inflattmiation  of  tlie  lymphatic 
tissue,  or  (6)  in  an  influx  of  tins  variety  of  cells  by  iucreasetl  lymph  eireula- 
tion.  The  lymfihoeytes  themselves  are  entirely  passive  in  these  processes,  and 
for  this  reason  we  designate  their  increase  as  pthssive  leukocijtosis.  Extreme 
degrees  of  this  condition  we  designate  as  It/mphaiic  leukemia.  (A  special  de- 
scription of  the  various  forms  of  leukemia  will  be  found  in  this  volume,  the 
artich'  being  by  Professor  v,  Linifie.) 

I  cannot  close  this  article  without  showing  by  a  few  examples  that  the 
researclies  deseribed  here  are  of  importimee  in  the  diagnosis  of  diseases  other 
than  the  actual  blood  diseases. 

The  number  of  the  leukocytes,  for  instance,  is  decidedly  important  in  the 
differential  diagnosis  of  the  infectious  diseases.  If  we  remember  how  diffi- 
cult the  difTercntiatinn  of  enteric  fever  from  other  affections  occasionally  is, 
an}'  sign  whicti  facilitates  the  diagnosis  will  he  a  great  help.  The  atTections 
whicli  may  be  confounded  with  enteric  fever,  sucl^  as  osteomyelitis,  general 
sepsis,  pneumonia,  etc,  are  characteri^cil  by  a  decided  increase  of  the  neutro- 
philic leukocytes,  while  in  uncomplicated  typhoid  fever  this  variety  of  cell  is 
decidwlly  diminished  or  is  at  most  present  in  only  normal  numbers. 

In  the  differentiation  of  intiaonnations  of  the  eerehral  meninges,  an  e?c- 
aminafion  of  the.  blm^d  may  often  be  of  benefit;  and  if,  in  a  ease  of  undoulded 
meningitis,  we  find  a  normal  relation  of  the  leukocytes,  the  assumption  of  the 
tubercular  form  instead  of  a  purulent  one  is  justified. 

The  nccasionally  exircmely  clifTieult  ditferenliation  between  scarlatina  and 
measles  may  often  be  facilitated  by  a  blood  examination  owing  to  the  fact  that 
a  distinct  diminution  of  the  polynuelear  leukocytes,  or  an  almost  normal  con- 
dition of  the  same,  is  quite  characteristic  of  measles,  while  in  scarlatina  a 
decided  polynuelear  neutrophilic  hyfMTleukoeytosis  is  the  nde. 

Lately  Cnrsebniann  and  subsetpient  investigators  have  reported  that  in 
numerous  eases  of  perityi^hlitis,  tlu?  diagnosis  of  an  abscess  which  could  not 
be  determined  by  palpation  was  made  from  an  increase  of  leukocytes  to  20.000 
and  more,  and  this  preventeil  all  necessity  for  exploratory  incision.  [*'  Lately  -^ 
the  (lermans  have  wakened  up  to  these  facts  which  have  been  known  and  used 
in  America  since  deseribt*d  by  me  in  1894* — ^Eik]  The  subsefjuent  surgical 
operation  absolutely  confirmed  the  reliability  of  this  symptom.  On  the  other 
hand,  clinicians  have  in  numerous  cases  discountenanced  a  surgical  operation 
on  account  of  an  almost  normal  leukocyte  finding.  Here,  also,  the  further 
development  of  (he  disease  justified  the  diagnosis.  Almost  as  much  impor- 
tiinee  may  be  aserilied  to  the  phenomenon  of  leukocjiosis  in  the  diagnosis  of 
abscesses  localized  elsewhere,  which  otherwise  could  not  be  determined  with 
certainty. 

Tn  a  case  in  which  the  diagnosis  was  otherwise  obscure,  Brown  concluded 
from  a  deeidally  marked  eosinophilic  hyperleukoeyto.sis  that  the  underlying 
condition  was  trieliinosis ;  the  further  course  of  the  disea.se  justifiwl  this 
opinion. 
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In  reviewing  the  earlier  literature  of  anemia,  very  exact  descriptions  of 
the  general  clinical  symptoms  may  be  found,  while  the  changes  in  the  blood 
seem  to  have  been  somewhat  overt oolced.  The  object  of  this  article  is  to 
acquaint  physicians  with  the  advance  in  knowledge  along  these  lines:  points 
which  have  long  been  cstahlislied  facts  will  be  passed  over  rapidly,  and  the 
gpeoial  consideration  of  hertiatology  will  be  out  aim. 

Easy  as  it  may  l>e  to  distinguish  the  dillerent  forms  of  anemia,  mistakes 
in  Iheir  recognition  have  sometimes  occurred,  and  do  still  occur,  chiefly  through 
a  disregard  of  hemaMogtj,  The  fact  that  there  can  be  no  anemia  without 
changes  in  the  blood  seems  to  have  been  long  ignored.  Disturbances  in  the 
cin  ulation  of  the  lilood,  especially,  lead  to  incorrect  diagna^es,  because  these 
disturbunees  cause  important  clinical  symptoms  common  also  in  anomalies  in 
the  comiwsition  of  the  blood.  Such  symptoms  are:  Intens;e  pallor  of  the  skin 
and  mucous  membranes,  small  pulse  and  its  increased  fnK|iiency,  and  among 
sobjective  phenomena  weakness  and  vertigo.  These  acute  symptoms  appear, 
for  instance,  under  such  psychical  influences  as  fear,  terror,  etc.,  or  in  acute 
somatic  disorders  such  as  affections  of  the  stomach,  or  from  fatigue,  or  from 
excesses  in  "  Bacvko  el  Vencrc,^^  They  may  also  be  present  in  chronic  condi- 
tions, especially  in  neurasihenia,  in  gastric  affections,  and  in  heart  disease. 
Mistakes  are  therefore  prone  to  occur,  because  in  a  few  instances  the  symptoms 
mentioned  are  also  present  in  true  anemia. 

The  presence  of  anemia  is,  therefore,  only  positively  established  after 
blood-changes  have  been  proven.  We  never  find  that  the  blood  deviates  from 
the  normal  in  one  resptct  only;  in  every  case  thorough  examination  shows  a 
group  of  changes.  Still,  a  determination  of  the  hemoglobin  alone  is  sulficient 
to  demonstrate  the  existence  or  non-existence  of  an  anemia.  We  say  a  person 
is  anemic  if  on  testing  his  blood  an  amount  of  hemoglobin  smaller  than  normal 
is  found,  and  we  adhere  to  tliis  designation  even  if  other  important  properties 
of  the  bbxMl  and  the  clinical  symptoms  appear  entirely  normal.  On  the  con- 
trary, when  a  patient  has  the  general  clinical  symptoms  of  anemia  while  his 
blood  shows  a  normal  percentage  of  hemoglobin,  we  do  not  call  him  anemic* 
In  practice,  cr*fn/  case  of  anemia  is  idfntirfi!  iiyith  oJifjochromemin. 

The  reduction  of  hemoglobin  may  l>e  due  to  the  fact  either  that  too  little 
is  formed  or  too  much  consumed.  A  formation  of  hemoglobin  that  doe«  not 
keep  pace  with  the  normal  consumption  may  be  either  the  expression  of  an 
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afTorfion  of  the  hematopoiotic  organs,  or  in  consct|uenc<?  of  Iho  fact  that  too 
Jitth*  niaterial,  or  an  inferior  materinL  is  at  the  dispotial  of  these  orprnns. 

An  exaggerated  cons^u nipt  ion  of  hernoglobiTi  takes  plaee  in  hemorrhages 
an  J,  indireetly,  also  in  wasting  processes  of  all  kinds.  Tlie  processes  of  hlood 
regeneration  and  hlood  consiiniption  are  so  intimately  related  that  a  distiirh- 
ance  t»r  one  of  these  processes  is  likely  to  hring  ahout  a  distnrhanee  of  the  other. 

nfien  (he  hlorx!  regeneration  is  only  rviativf'bf  insutticient ;  that  i^,  the 
blood-forming  organs?,  especially  the  b<.uie-marrow,  furnish  less  hlood  than  is 
reqniretl  for  the  momentarily  and  abnormally  increased  demand.  In  these 
ca^s  it  often  occurs  that  the  heinatopoiesis  is  more  eonsiderahle  and  more 
energetic  than  in  health,  entire  portions  of  the  bone-marrow,  physiologically 
passive,  now  becoiniiig  active;  the  consnniptioii  of  blood  may,  however,  re- 
main so  great  that  even  an  increased  prmlnction  does  not  maintain  the  balance. 
In  these  casi's,  whether  the  work  of  the  hlood-making  organs  is  alisotiitely 
increased  or  diminished,  the  amount  only,  not  the  manner,  of  hlfM>d  formation 
is  changed. 

On  the  contrary,  we  see  conditions  in  wiiieh  the  type  of  blood-formation 
in  larger  or  smaller  regions  of  the  lione-marrow  has  changed,  and  hemato- 
poiesis  has  assumed  a  type  wliicli  is  almormal  in  tlie  adult  organism, 

Thofie  anemic  rohditions  in  which  hlood  resilinHon  takes  place  according 
to  a  normal  type  are  called  simple  anemias;  and  those  in  which  the  process 
is  partially  or  wholhf  different  from  the  normal  ttfp^  which  will  be  conmdered 
more  in  dflail  latrr,  arc  called  proouesimivk  PEitNiciouj^  anemias.  [The  old 
term,  "simple  anemia;'  to  which  Khrlich  here  reverts,  does  not  seem  to  me 
likely  to  come  hack  into  use.  It  seems  most  reasonalde  to  retain  our  present 
current  term,  ^'secondary  or  symptomatic  anemut^''  for  trouble  of  this  type, 
and  to  use  Hie  terms,  **  perfiirioits  anemia''  and  '^  chlorosis '^  with  the  con- 
sciousness that  they,  too,  are  secondary,  but  secondary  to  a  e^use  wliieh  in  most 
cases  is  wholly  unknow^n. — ^Ea] 


SIMPLE   AICEMIA 

As  a  result  of  extensive  observations  of  the  blood  changes,  and  of  supple- 
mentary studies  of  the  clianges  in  the  bone-marrow,  we  know  that  in  by  far 
the  larger  nijml)er  of  cases  of  anemia  the  normal  mcnUe  of  blood  regeneration 
is  preserved;  hence,  these  are  classed  as  simple  anemias. 

The  causes  of  simple  anemia  are,  first  of  all,  acute,  sul>acute,  and  chronic 
postlieinorrbagie  conditions.  The  supervention  of  anemia  in  these  instances 
from  the  loss  of  cons i durable  h!ood  is  readily  understood. 

Many  constitutional  or  organic  diseases  lead  to  simple  anemia,  either  by 
reducing  the  appetite,  or  by  the  loss  of  hlood  and  tissue- juices,  but  especially 
through  suppuration  and  albuminuria.  Poisons  also  play  an  important  role. 
Here  the  large  group  of  autointoxications  play  a  part  and  another  damage  is 
done  hy  toxic  substances  developed  by  bacteria  and  other  parasites.  We  may 
explain  in  two  ways  the  etTect  which  brings  about  the  anemia  without  being 
able,  in  the  special  instance,  to  determine  with  certainty  which  of  the  two 
actiYe  causes,  or  whether,  perhaps,  both  together,  have  been  operative.  Some 
Si 
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of  the  poigon;^  appear  to  destroy  Hie  hlnod  directly;  others  to  diminish  or  to 
change  the  fiinetion  of  the  heinatopoietir  orgiins. 

Exeliidintj^  the  disea-^es  aeeompanied  bv  suppuration,  l)k'e(hn^^  and  gan- 
grene, a  lew  olliers  deserve  especial  mention  as  ])ro(hieing  siinjile  anemia. 
Such,  for  instance,  are  chronic  digestive  disorders,  mahgnant  tumors,  scrofu- 
losis,  syphilis,  malaria,  and  the  diiTerent  fornix  of  hehninthiasis. 

In  addition  to  tlie  symptoms  of  the  diseases  which,  acenrding  to  the  ohl 
terminology,  were  ealletl  **  secondary  anemia/'  the  symptoms  of  simple  anemia 
may  be  found  in  eases  which  are  apparently  "  idiopathic/'  They  are  the  con- 
seijiietiee  of  faulty  hygienic  conditions,  among  which  unsatisfactory  nutrition 
plays  the  greatest  role,  and  it  may  here  he  remarked  that  food  which  leads 
to  a  reduction  in  the  percentage  of  hemoglobin  nernl  not  neeessarily  he  insntTi- 
cient  in  fiuantity  but  it  is  lacking  in  iron  and  albuminous  substances.  [That 
faulty  nutrition  is  a  cause  of  anemia  seems,  of  course,  most  plausible,  but 
definite  evidence  for  it  is  so  far  wanting. — Ed.] 

But,  whatever  the  cause  of  the  anemia  In  individual  eases  may  !k\  no  dif- 
ferencc  is  to  be  noted  in  its  essential  results,  tlie  changes  in  the  blood,  or  in 
their  main  clinical  symptoms. 

The  most  important  symptom  is  the  reduction  in  hemoolobix  ;  this  not 
only  cliaracterizes  the  disease  as  anemia,  but  also  gives  us  information  as  to 
the  degree  of  the  morbid  changes.  Cases  var}^  greatly  in  this  respect,  and  vary 
without  any  apparent  relation  to  the  etiology.  We  mwt  with  cases  of  *'  simple 
anemia ''  in  which  the  vahies  are  but  slightly  below  the  normal  To  this 
class  belong  also  cases  which  show  20,  15  and  even  only  10  per  cent,  of  the 
normal  amount  of  hemoglobin. 

In  the  mild  cases  of  simple  anemia^  the  red  blood-corpmcles  differ  little 
from  those  of  normal  blood.  In  cases  somewhat  more  serious,  deviations 
from  the  nornuil  numher  and  morphological  changes  are  observed.  In  ex* 
treme  cases  the  numlicr  of  red  cells  may  amount  to  less  than  10  per  cent,  of 
the  normal ;  50  per  cent,  is  by  no  means  rare. 

For  the  numerical  relation  heiween  the  percentage  of  hemoglobin  and  the 
blood-corptiiides  in  simple  anemia,  the  etiology  geems  to  be,  to  some  extent,  a 
determinative  factor.  Parallel  deviations  of  bot!i  values  from  the  normal  are 
often  seen;  for  instance,  a  reduction  of  30  per  cent,  in  the  amount  of  hemo- 
globin corre;?pon<ls  to  a  reduction  of  30  per  cent,  in  the  number  of  red  corpus- 
cles. After  hemorrhages,  however,  we  find  that  the  amount  of  hemoglobin  is 
consideraljly  less  than  the  corresponding  red  corpuscle  count ;  and  in  cases  of 
uncomplicated  chlorosis,  the  parallel  is  disturbed  in  the  sense  that  the  number 
of  red  corpuscles  is  often  nearer  the  normal  than  the  hemoglobin  value. 

The  morphological  thange.^  of  the  enfihronftes  in  simple  anemia  alTect 
their  size  and  their  shape.  We  find  that  the  individual  red  corpuscles  show 
consideralile  ditferenee  in  size;  being  mostly  smaller  than  normal.  Increase 
in  size  is  rare,  and  is  then  Imt  sliglit.  The  shape  of  the  red  corpuscles  is  fre- 
quently more  or  less  distorted  and  deformed.  These  conditions  of  deviation  in 
size  and  shape  are  designated  ^^  pfnkilovffiusis:''  Milder  degrees  of  simple 
anemia  do  not  show  it,  but  the  degree  of  poikilocytosis  corresponds  to  the 
severity  of  the  anemia. 


J 


SIMPLE  ANEMIA  307 

The  re<indion  m  tli**  homn»ir|oKin  value  of  the  individual  cnrpo>rlo  is,  in 
sofju;  east':8  of  simple  anemia,  very  wtrikinir.  This  can  l>e  swn  in  fre^h  blood, 
hut  letter  in  the  dry  stained  preparation,  from  the  fact  that  a  larger  area 
of  the  cenlcr  remains  nnstaine<l  than  would  correspond  to  the  physiolot]^ical 
depression  of  the  corpuscle.  In  some  forms  only  a  ring  of  i>tained  portion 
may  he  seen  (pesisary  forms). 

Furthermore,  the  red  corpuscles  often  manifest  under  the  microscope  a 
change  in  reaction  to  the  usual  stains.  This  change  is  known  as  "  anemic 
or  pohfchromotophiHc  thfj^mraiion,'^  ^  It  may  he  reco^ized  from  the  fact 
that  tlie  hemogloliin  of  the  corpuscles  does  not  assume  the  pure  color  of  the 
stain  (eosin,  orange),  but  a  mixed  color  (hlue-red  in  the  methvlene-hlue  eosin 
solutions,  grayish-yellow  with  the  triacid  solutions).  These  changes  are  often 
very  prouounwd  even  in  the  mildest  degrees  of  simple  anemia, 

A  rare  <X!currence,  wfiieh  is  probably  characteristic  only  in  especial  forms 
of  simple  anemia,  is  the  pres(?nce  of  granular  or  punctiform  deposits  in  the 
protoplasm  of  the  erythrocytes  {^^  if  tippled  ertjthroeiftes^')  ;  these  are  most 
apparent  when  stained  with  methylene-blue.  They  are  found  especially  in 
lead  anemias,  even  in  the  mild  grades,  and  also  in  malarial  anemias.  In 
simple  anemias  of  otlier  etiolog}-,  even  in  very  grave  cases,  they  are  commonly 
absent,  so  that  to  a  certain  extent  specific  significance  may  be  attached  to 
them.  [The  universally  applicable  Romanowsky  stains,  described  and  recom- 
tnended  alwive,  liriug  out  the  sti|ipling  beautifully. — Ki*,] 

Of  great  importance  in  the  diagnosis  of  the  dilfercnt  kinds  of  anemia  is 
the  fact  that  in  the  circulating  Iilwd  nucleated  red  corpuscles  of  the  same 
kind  as  those  found  in  the  normal  red  marrow  (**  normohlmts  **)  sometimes 
appear.  Such  cells  are  noted  in  comparatively  few^  eases  of  simfile  anemia. 
We  find  nornurblasts  with  fair  regularity,  though  usually  only  transitorily,  in 
post-hemorrhagic  conditions,  and  sometimes,  in  these  cases,  in  quite  large 
numbers.  Their  aj)j>earance  proves  an  increase  in  intensity  of  the  activity  of 
the  bone- marrow,  and  in  extent  of  marrow  which  is  active;  for  the  clinical 
phenomenon  corresponds  anatomically  to  a  ujore  or  less  deirideil  transformation 
of  quiescent  fat  marrow  into  functioning  red  marrow,  and  an  especially  marked 
richiiess  of  these  portions  in  normoblasts.  We  must  emphasize  the  fact  that 
the  appearance  of  normoblasts  in  the  bIr>od  is  in  no  relation  to  the  severity 
of  the  anemia:  sometimes  they  are  found  in  the  mildest  conditions,  and  are 
often  looker!  for  in  vain  in  the  severest.  Except  in  acute  post-hemorrhagic 
anemia  their  numlier  is  always  small — so  that  only  one  nucleated  corpuscle  is 
found  to  one  thousand  and  more  non-nncleated  red  hlood-corpuscles. 

Besides  tfie  presence  of  normoblasts  mirrohhjifs  are  sometimes  noted. 

Other  alterations  in  the  properties  of  tlie  blood  are  also  found  in  simple 
anemia,  always  in  the  direction  of  a  reduction  in  the  values.  This  is  true  of 
the  sPEciFir  oilivity  of  the  hlood,  it^  total  soUds,  and  the  amount  of  alhu- 
min  it  coniams;  the  reduction  is  the  more  pronounced  the  greater  the  devia- 
tion of  the  hemoglobin  from  the  normab 

The  WHITE  CORPUSCLES  in  simple  anemia  present  nothing  that  ia  charac- 
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teristic.  In  one  ease  we  may  find  a  norma!  number  of  their  different  varieties, 
in  another  caa^e  a  marked  neutrophilic  hypetieukocytosi^  may  he  present,  in  a 
third  a  hypoleukoeytoi^is,  or  an  increase  in  the  iknnher  of  lymph-eel  Is,  etc.  So 
many  factors  influence  the  condition  of  the  leukocytet^,  that  in  the  nmltitn- 
dinous  eases  of  simple  anemia  due  to  eaui^es  or  complications  differing  from 
one  another,  no  uniform  pieture  can  he  deserihed. 

Summarizing^,  we  may  i?^ay  that  the  most  important  and  essential  symptoms 
of  the  blood-changes  in  simple  anemia  are  a  diminution  in  the  hemoglobin 
percentage  and  in  the  numlier  of  red  blood-corpuseleB,  poikilocytosit?,  and  the 
changes  in  the  staining  reaction.  By  attending  to  these  factors  in  each  indi- 
vidual case  we  can  decide  whether  or  not  it  belongs  to  the  simple  anemias, 
and  how  grave  the  prognosis  is. 

The  general  clinical  symptomatology  of  anemic  conrlitions  exhifiits  a  few 
traits  so  characteristic  as  to  make  them  in  most  cases  readily  recognizable  even 
without  an  examination  of  the  blood.  Owing  to  their  wide  distrihuliou,  they 
are  so  well  known  to  physicians  that  a  brief  reference  to  them  will  sutlice. 

The  pallor  of  t)ie  skin  and  of  the  mucous  membranes  is  an  obvious  conse- 
quence of  the  diminished  hemoglolu'n  percentage  of  the  hlood.  It  is  often 
intensified  hy  a  permanent  constriction  of  the  peripheral  lilood-vessels.  The 
same  causes  lead  to  a  lessened  capacity  for  muscular  work,  and  readily  produce 
sensation.'i  of  weakness  and  fatigue.  The  most  vital  internal  organs  must  also 
suffer  in  eonserpienee  of  a  reduction  in  the  value  of  the  nutrition;  and,  in 
severe  cases,  all  p!iysieal  and  psychical  functions  are  below  jvar. 

It  is  surprising  that,  in  anemic  people,  the  oexeral  metabolism,  even 
the  interchangfi  of  gases,  is  not,  as  A  rule,  reduced;  whereby  we  may  conclude 
that  if,  in  some  eases,  these  ftmctions  are  abnormal,  it  is  due  not  to  the  anemia, 
but  to  some  special  cause  or  coiu plication. 

Even  in  severe  cases,  the  adipose  iimne  is  well  preserved  unless  a  loss  of 
flesh  follows  in  coust*i|iience  of  some  special  circumstances  (as  severe  nutri- 
tive disturbances).  This  is  a  striking  phenouienon  for  which  no  satisfactory 
explanation  has  been  given;  it  was  formerly  attributed  to  a  rcfluctiou  in  the 
oxidation  jn'ocesses,  but  this  is  usually  not  present  at  all;  and  the  reduction 
in  muscular  activity  and  other  functions  is  not  sufficient  cause. 

Related  to  this  phenomenon  is  fatty  dege.veration  of  some  of  the  organs, 
especially  of  the  moscles  and  the  circulatory  system.  Fatty  degeneratiou  and 
fatty  intiltration  are  chiefly  found  in  the  muscles  of  the  heart,  in  the  muscles 
of  the  eye,  and  tlie  intima  of  the  blood-vessels. 

To  the  fatty  degeneration  of  the  endothelial  cells  of  the  blood-vessels  may 
be  attribnted  the  fact  that  in  many  anemic  conditions  a  general  iiEMrMuniAOlc 
DIATHESIS  develops,  whicli  not  infrequently  combines  with  the  primary  dis- 
ease to  form  a  vicious  circle.  By  their  localization  in  the  organs  of  special 
sense,  hemorrhages  of  the  eye  and  the  ear  are  especially  alarming,  and  lasting 
injury  with  total  destruction  of  sight  and  hearing  has  been  ohsen'ed  in  severe 
cases  of  simple  anemia.  On  this  occasion  we  (consider  it  our  duty  to  differ 
with  the  widespread  opinion  that  the  symptom  of  retinal  hemorrhage  in  anemic 
conditions  belongs  exclusively  to  progressive  pernicious  anemia. 
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The  diftgnodi  of  simple  unomia,  Hiorefnre,  h  nfteii  easily  made  from  its 
most  tiiiinifesl  features.  The  earefui  physieian  will,  however,  make  a  hktoii  gx- 
amiimtion,  or  at  k*ast  a  test  for  hemoglnbin,  even  in  eases?  where  a  glance  is  siif- 
fitient  to  show  that  he  in  dealinjs^  with  anemia.  In  this  way  alone  can  we 
determine  with  eertainty  what  part  vasomotor  infhienees  play  in  shaping  the 
disease.  This  alone  will  assure  us  that  the  supposition  of  anemia  is  not  un- 
founded; and  if  the  test  show^  a  reduction  we  have  then  positive  information 
regarding  the  degree  of  anemia.  Moreover,  in  ever}'  cas^e  of  severe  anemia,  a 
mierosc^opie  examination  of  a  staineil  specimen  of  the  hlood  is  ahsohitely  neces- 
sary in  order  to  make  the  iniy>ortant  differential  diagnosis  betwwn  >iimple  and 
progressive  |)ernieious  anemia. 

The  pro^oais  depends,  in  the  first  place,  upon  the  cause  of  the  disease. 
If  tliis  can  ho  removed  there  is  a  good  prospect  of  a  cure.  Under  such  cir- 
cumstances, even  in  the  severest  eases  in  which  the  hemogh>hin  and  the  nutnher 
of  red  eor])usck*s  amount  to  only  10  per  cent,  of  (he  normal,  we  have  kTio^\Ti 
cases  of  simple  anemia  to  terminate  in  complete  recovery. 

The  treatment  of  simple  anemia  must  in  the  first  place  lie  direetcMl  to  the 
cattse.  In  numerous  cases  in  which  the  cause  is  found  and  removed,  as,  for 
instance,  continually  recurring  hemorrhages  in  the  intestinal  tract,  worms, 
improper  hygienic  conditions,  etc.,  no  special  treatment  of  the  anemia  h  neces- 
Bnvy  after  the  removal  of  the  cause;  for  spontaneonsly  the  hlood  returns  to  its 
normal  state. 

When  causal  treatment  is  impossible,  or  when  it  fails  to  influence  the 
anemia  lieneficially,  attention  must  lie  paid  to  the  8ymptom8  of  anemia  as  such. 
In  the  great  majority  of  cases,  mcdicfiHon  is  far  superior  to  any  other  mode 
of  treatment.  Irrm  and  ar^'^t^nir,  separately  or  eomliined,  lend  a  powerful 
stimulus  to  hloml  prodm-tion,  and  after  their  rational  administration,  often 
even  in  a  fvw  weeks,  the  morhid  changes  in  the  hlood  and  in  the  general  con- 
dition disappear,  and  make  way  for  a  restoration  to  health.  The  choice  of 
the  special  preparation  is  essentially  unimportant:  the  main  point  is  to  con- 
tinue tiie  treatment  long  enough,  and  to  administer  sufficiently  large  doses. 
The  general  rule  that  0.1  gram  of  iron  is  to  He  given  pro  die  may  ^crve  as 
a  criterion  for  ih&  administration  of  gpecial  iron  preparations,  organic  or 
inorganic.  The  dose  of  arsenic  varies  widely,  and  it  must  he  determined  by 
the  imlividiial  tolerance.  Usually  we  succeed  best  if  we  administer  3  to  Ti  milli- 
grams of  arsenious  acid,  divided  into  several  doses,  properly  diluted  and  given 
on  a  full  stomach.  The  drug  should  he  continued  for  a  long  while,  even  aft^r 
the  normal  status  has  h(>en  reached. 

But  there  are  other  anemic  conditions  in  which  iron  and  arsenic  give  unsat- 
isfactory results,  or  are  of  no  u&e  whatever.  Here  fiietefir  and  phtfsiral  (heraptf 
must  hf  resorted  to.  As  the  metaljolism  of  anemia  does  not  deviate  from  the 
normal,  the  normal  diet  of  healthy  people  may  be  allowed.  Theoretically,  pref- 
erenee  has  been  given  to  fofxl  rich  in  iron  (meat,  yolk  of  ^^^^  spinach,  apples, 
etc.).  Often,  however,  owing  to  the  special  peculiar  it  ie.s  of  a  given  case  (for 
instance,  in  cases  complicated  with  gastro-intestinal  afTections)  special  modifi- 
cations of  the  diet  must  l>e  made  which  cannot  he  here  considered. 

Among  the  general  auxiliary  measures  in  the  treatment  of  anemics,  r^i — 


310  THE  ANEMIAS 

physical,  mental  and  psychical — must  be  accorded  the  first  place.  In  this  con- 
nection, certainty  in  diagnosis  will  aid  materially  in  the  choice  of  treatment ; 
for  instance,  the  pale  neurasthenic,  not  really  anemic,  needs  considerable  phys- 
ical exercise;  while  the  muscular  activity  of  a  true  anemic  must  be  limited 
as  much  as  possible. 

Modern  hydrotherapy  has  gradually  acquired  a  prominent  place  in  the 
treatment  of  anemia;  but  we  must  always  bear  in  mind  that  the  withdrawal 
of  too  much  bodily  heat  is  to  be  avoided,  because  all  anemics  are  sensitive  to 
cold.  Cold  applications,  such  as  cold  ablutions  with  friction,  or  partial 
douches  of  short  duration,  are  best  given  in  the  morning  immediately  on  ris- 
ing— for  then  the  redilatation  of  the  cutaneous  blood-vessels  takes  place  pleas- 
antly and  actively  after  the  patient  returns  to  his  bed.  Here,  too,  we  must 
remember  the  distinction  between  the  treatment  of  anemics  and  of  pseudo- 
anemics;  the  latter  have  a  perfectly  normal  composition  of  the  blood,  and 
only  suffer  from  an  abnormal  contraction  of  the  peripheral  blood-vessels. 

In  protracted  cases,  a  change  of  climate  is  frequently  very  beneficial,  and, 
particularly  in  excessive  anemia,  a  sojourn  in  the  mountains  of  medium  alti- 
tude. More  robust  patients  may  be  sent  with  advantage  even  to  high  moun- 
tainous regions,  which  often  powerfully  stimulates  the  regeneration  of  the 
blood. 

In  most  cases  of  severe  anemia,  a  sojourn  at  the  seashore  is  not  to  be 
advised ;  in  moderately  severe  cases  it  is  to  be  recommended.  Great  caution 
must  be  exercised  in  the  use  of  sea-baths,  as  they  sometimes  aggravate  anemia. 

PROGRESSIVE  PERNICIOUS  ANEMIA 

Progressive  pernicious  anemia  must  be  distinguished  from  other  anemic 
conditions  because  in  blood-regeneration  it  presents  a  most  striking  peculiar- 
ity. In  opposition  to  the  process  in  simple  anemia,  in  progressive  pernicious 
anemia  blood-regeneration  in  larger  or  smaller  regions  of  the  bone-marrow 
takes  place  in  a  manner  different  from  the  physiological.  In  the  blood-form- 
ing organs  and  in  the  circulating  blood  cells  we  note  cells  which  are  never 
found  in  the  healthy  adult  organism.  Since  these  cells  are  found  physio- 
logically in  the  embryonal  life  of  man,  we  speak  of  a  "reversion  of  blood- 
fonnation  to  the  cmbrvonal  type." 

Before  acciirato  study  of  the  changes  in  the  blood  and  in  the  bone-marrow 
had  been  made  possible,  the  consideration  of  this  particular  form  of  anemia 
as  a  special  type  was  based  upon  a  more  negative  foundation.  If  the  symp- 
toms of  severe  anemia  were  found  without  a  distinctly  palpable  cause,  the 
disease  was  (H)nsidered  idiopathic,  and  was  designated  progressive  pernicious 
anemia.  Almost  always  in  such  cases  we  observed  in  the  blood  the  changes 
alluded  to,  which  are  to  be  accurately  described  later  on,  and  thus  these  posi- 
tive signs,  ])articHlarly  as  they  are  regarded  as  the  expression  of  marked  trans- 
formation ill  the  Ixxly,  are  almost  imiversally  recognized  as  the  important 
differential  diagnostic  ])oints. 

The  th(M)ry  of  the  ''  primary  "  nature  of  ])rogressive  pernicious  anemia  was 
shattered  in  the  course  of  time  by  numerous  experiences,  and  this  aided  us 
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in  arriving  at  our  present  standpoint.  To-day  wc  know  that  progrefisiTe  per- 
nicious anemia  may  undnul>t4Hlly  often  follow  otliiT  disease's,  and  not  as  an 
independent  disease,  but  only  as  a  symptom  ;  as,  for  instance,  in  (he  case  of 
diabetes.  We  shall  now  briefly  describe  what  has  been  demonstrated  with 
certainty. 

The  l>est  illnstratinn  of  severe  anemia  which  we  poj^sess  is  the  ease  of 
individuals  who  Jinrlior  the  hothrioceplmlus  !atus  in  their  intestines.  Not- 
withstanding all  the  controversies  on  this  subject,  there  can  be  no  dnubt  Ihat 
this  worm,  living  or  dead,  may  prmluce  the  most  severe  anemic  conditions,  and 
that  this  bothriocephaln^  anemia  is  a  true  progressive  pernicious  anemia.  We 
understand  fully  (he  mode  of  action  of  this  parasite,  and  may  regard  it  as 
j)roven  that  the  discfise  i^  due  to  toxic  substances  that  have  a  liemolytie  effect, 
and  thus  cause  anemia.  Further  it  may  also  be  assumed  as  likely  that  the 
parasite  changes  the  activity  of  the  l>one-marrow  in  a  pecnliar  way.  The  in- 
eoiitestaljfe  fnct  Hint  a  very  large  nu ruber  of  people  ore  atllicted  with  hot  brio* 
ctplndida*  withcmt  Ifeeoniing  anemic  may  he  explaint^nl  in  di!Terent  ways.  In  the 
first  place,  thure  may  l>e  a  difference  in  the  degree  of  virulence  of  the  toxins; 
or,  again,  a  difTerence  in  the  susceptibility  of  the  host.  For  there  is  no  doubt 
that  jnrlividnals  of  one  species  may  possess  a  very  different  susceptilnlity  to 
the  same  poiscm  ;  for  example,  the  susceptibility  of  rabbits  to  crotin  has  lately 
been  pnnen  to  show  enormous  variations.  Finally,  Hie  explanation  of  a  grad- 
ual autoimmunization  to  the  toxin  is  quite  reasonable, 

D^aving  now  the  consideration  of  lM>lIirim^ephalus  anemia,  which  is  at  pre^ 
ent  understood,  we  may  say  that  all  that  is  known  of  th(^  presumable  rnitJies 
of  progressive  pernicious  anemia  may  thus  be  summarizes! :  **  The  same  dele- 
terious agents  which  are  capable  of  producing  a  ^simple'  anemia  may  also 
develop  the  progressive  pernicious  form."  Why  apparently  identical  causes 
may  in  some  instances  prmluce  the  common  simple  anemia  and  in  others  the 
comparatively  rare  progressive  pernicious  anemia  we  do  not  as  yet  know. 

In  considering  the  symptoms  of  progre^ive  pernicious  anemia,  ciiakqes 
OF  TUB  BivOOD,  esjjccially  morphohgical  alterations,  claim  our  closest  at- 
tention. 

In  a  typical,  well-defined  ease  of  progressive  pernicious  anemia,  the  first 
glance  at  a  good  stained  preparation  is  suthcient  to  distinguish  it  from  simple 
anemia.  We  find  that  the  majority  of  erythrocytes,  or  at  least  a  large  number 
of  them,  have  a  diameter  largely  above  the  normal,  15  to  18 /i  (megalocytes) 
and,  by  their  stain,  these  cells  disclose  to  us  a  great  richness  in  hemoglobin, 

t)n  repeated  examination,  we  almost  always  find  some  megalobhMs^  i.  e., 
erythroc}les  with  nuclei,  the  predecessors  of  the  megalocytes.  Except  in  the 
worst  stages  of  the  disease,  t!ie  niiml>er  of  inegalohlasts  is  always  very  scant. 
[The  number  of  megaloblasts  usually  exceeds  the  numljer  of  other  ervthroblasts, 
Imt  presents  no  close  parallelism  with  the  severity  of  the  clinical  manifesta- 
tions or  with  the  intensity  of  the  anemia.  It  i^  true  that  in  most  eases  the 
number  of  metjaloblasts  increases  as  the  symptoms  aro  aggravated,  and  dimin- 
ishes in  the  remissions  of  tire  disi-ase.  But  to  this  rule  there  are  many  excep- 
tions.— Ed.]  Besides  megaloblasts,  normoblasts  and  microblasts  are  also  to 
be  found.    Of  non-nucleated  red  corpuscles,  besides  megalocytes,  we  also  see 


312  THE  ANEMIAS 

cells  of  normal  size  or  smaller;  the  miiallest  forms,  the  microeytes, 
quently  observed. 

All  other  peculiarities  of  simple  anemia  are  to  be  foiiml  in  progressive 
pernicious  anemia:  FoikUoci/tosui^  poii/eJtromatophilic  de gen ('nt lion,  and 
'^^  siipplfd"  ertfthronftes;  contrary  to  the  rule  in  simple  anemia  stippled  er}ih- 
rocytes  are  found  with  gnait  regularity  in  protrressive  pernicious  anemia. 

The  red  corpusrles  are  ahraf/ft  imiivvahltj  reduced,  often  to  the  low  figure 
of  20  per  cent,  to  10  per  cent,  of  the  normal. 

The  Icul*oct/tes  are  often  ahsolutelv  reduci^d,  hut  not  always ;  moreover,  a 
neutrophilic  hypoleukoeytosis  is  often  found.  [Especially  in  the  reiuissions 
of  the  disease  when  the  numl>er  of  nxl  c^lls  is  rapidly  inerejiiting  and  the  mar- 
row h  very  active, — Ed/[ 

The  other  blood  values  difTer  little  from  those  of  severe  eases  of  siniple 
anemia.  The  hemofjlobhi  prn'pnt<ifjt\  the  spfvifjc  grarlft^,  titr  amfjuni  of  sol- 
idfi,  and  the  amifnfit  of  aUfUtnin  show  a  diminution  of  their  values  correspond- 
ing with  the  grade  of  the  disease.  [Why  the  auiiiors  do  not  mention  at  this 
point  the  high  color-imlex,  i.  e.,  the  rehitively  increased  hemoglolan  which  is 
so  clniracteristic  (though  not  invariable)  in  the  disease,  I  do  not  inider- 
etand.^ED.J 

According  to  this,  of  all  the  changes  in  the  hlood,  only  the  changes  in  ihe 
size  of  the  erythrocytes,  and  tlie  formation  of  the  nuclei  of  the  erythroblasts 
denote  the  vnrifitf  of  anemia.  The  apj^ea ranee  of  niegaloeyti^s  and  mcgalo- 
blasts  is  characteristic  of  progressive  pernicious  anemia,  while  their  permanent 
absence  is  indicative  of  tlie  simple  form.  For  megalolilasts  and  megalocytes 
appear  in  the  l>lood  only  when  some  region  of  the  bone-ni arrow  shows  a  megalo- 
blastic de^generation.  Tlie  simultaneous  oecnrrenee  of  normolihists,  normo- 
cytes, and  smaher  forms,  as  well  as  a  temporary  predominance  of  one  or  the 
other  of  tliese  forms,  is  not  at  ad  surprising  when  we  consider  that  tlie  trans- 
formation of  the  bone-marrow  is  always  only  partial,  and  is  often  limited  to 
very  small  areas,  while  in  the  other  regions  of  the  bone-marrow  the  blood  ele- 
ments arc  produced  jjhysiologically. 

The  other  properties  of  the  l»lood  can  only  he  looked  upon  as  dt^noting  the 
DECfREB  of  the  disease,  as  in  simple  anemia.  We  must  eA'pressly  state  that 
in  undoubted  eases  of  progressive  peniicious  anemia  moderate  values  of  the 
hemoglobin,  a  moderate  numluT  of  red  hlood-eorpustles,  a  moderate  specific 
gravity,  etc.,  nuiy  l>e  found;  while,  on  the  other  hand,  minimal  values  are  met 
with  in  positive  eases  of  simple  anemia.  It  follows  that  the  degree  of  anemia 
is,  to  a  certain  extent,  independent  of  its  type. 

In  the  CLINICAL  picture  of  progressive  pernicious  anemia  marked  eharac- 
teristics  are  a  peculiar  pallor  and  a  slight  puthness  of  the  skin,  which  may 
enable  the  physician  to  guess  the  diagnosis  at  the  first  glance.  Xo  word  will 
exactly  describe  the  color  of  the  skin;  the  designation  "  fadeil-yellow  ■'  perhaps 
best  portrays  the  real  condition,  hut  no  description  can  take  the  place  of  per- 
Bonal  observation. 

Moderate  jaundice  is  frequently  present,  and  slight  r/ilcma  may  be  almost 
always  noticed  in  the  face,  in  the  abdomen,  and  in  the  legs. 

The  contrast  between  the  severity  of  the  constitutional  symptoms  and  the 
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wefl-nourished  appearance  of  tbe  patient  is  still  more  striking  lioro  than  in 
elilorosi.s  and  oHier  simple  anemiaj^.  There  is  hardly  a  diseajjie  in  which,  with 
so  great  a  cachexia,  the  ailii>o8e  tij^sue  u  so  well  preserved. 

Concerning  the  METAiiOLisM  in  progrcsmve  pernieions  anemia  we  have 
little  knowledge.  Tlie  increase  of  proteid  decomposition,  which  has  been 
observed  in  some  eases,  must  be  due  to  s?ome  inconstant  factor;  for  in  other 
cases  ihere  is  no  increase  at  all.     The  same  is  true  of  the  ox  illation  proc<?sses. 

Fkver  is  present  in  almost  all  cases,  if  only  transitorily,  but  it  is  by  no 
moans  characteristic^  and  bears  no  relation  to  the  intensity  of  the  disease.  Its 
origin  is  probably  a  ferment  intoxication  from  the  destruction  of  reil  blood- 
corpuscles. 

The  (\IRDIAC  sTMPTOMa  are  prominoot.  For  a  long  time  the  disease  was 
considered  to  be  merely  a  symptom  of  severe  cardiac  degeneration.  Tlie  sul>- 
jective  disturl>ances  whicli  are  very  often  troublesome  to  the  patient  consist  of 
(a)  palpitation,  brought  aliout  by  the  least  exertion,  which  often  leads  to  (5) 
true  precordial  distress  and  (c)  severe  dyspnea.  Auscultation  of  the  heart 
reveals  over  all  the  valve-areas  a  clear,  soft,  usually  systolic,  rarely  diastolic 
murmur.  Percussion  as  a  rule  is  normal.  The  heart  symptoms  are  often  so 
intense  that  during  life  it  is  impossible  to  distinguish  the  condition  from 
gen  u  i  n  e  en  *  I  oca  rd  i  t  i  s . 

Nevertheless,  we  must  state  with  emphasis  that  well-definal  severe  cases 
of  progressive  pernicious  anemia  have  b«^n  observed  in  which  the  heart  showed 
neither  subjective  nor  objective  morlud  phenomena. 

The  weakness  of  tlie  ln'art  action  is  liest  indicated  by  the  character  of  the 
PULSE,  which  usually  is  of  low  tension,  small,  and  frec|ucnt.  [Very  frec|uent 
and  very  interesting  in  this  disease  is  the  violent  pulsation  of  the  elastic 
peripheral  arteries  which  often  equals  that  se<?n  in  aortic  regurgitation, 
Edwards  ^  has  recently  reported  a  case  of  pernicious  anemia  in  which  the 
abdominal  aorta  was  so  expansile  and  pulsated  so  forcibly  that  aneurism 
seemed  tlie  only  explanation.     The  carotids  flap  loosely.— Eix] 

On  the  part  of  the  DiiiKSTrvE  oh«aks,  marked  anorexia,  persistent  nausea, 
belching  and  vomiting,  aiul  also  unconquerable  repugnance  to  certain  fm^ds. 
for  instance,  meat,  arc  often  noticed.  Examination  of  the  gastric  contents 
in  the  living  has  not  infrequently  revealed  a  complete  suspension  of  the  gastric 
secretion— '*  fir /n//*/?  gmtnai,''  The  abdouien,  as  a  rule,  is  everywhere  soft 
and  not  sensitive  upcm  pressure. 

The  motor  capacity  of  the  intestine,  the  power  of  absorption,  and  the 
secretion  of  the  intestinal  glands  seem,  as  a  rule,  normal. 

The  SPLEEN  is  generally  normal  or  only  slightly  decreased  in  eize,  but 
there  are  positive  cases  recorded  in  which  extraordinarily  large  splenic  tumors 
complicated  the  clinical  picture. 

Some  disturbances  of  the  cextral  neiivous  system  may  he  noticed, 
though  in  comparatively  rare  instances.  The  mind  may  be  in  a  condition  of 
deep  depression  or  marked  exaltation,  and  t!ie  one  may  repeatally  alternate 
with  the  other*     Toward  the  end,  disturbances  of  consciousness  and  deep  coma 
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appear.  In  a  number  of  cases,  failure  of  the  memory  and  lasting  impairment 
of  intelligence  have  been  noticed. 

In  the  reports  of  the  4ast  decade,  numerous  disturbances  of  the  spinal 
CORD — in  fact,  a  symptom-complex — have  been  observed  corresponding  exactly 
to  the  picture  of  a  genuine  tabes  dorsalis;  namely,  pupillary  rigidity,  loss  of 
knee-jerks,  ataxia  of  the  limbs,  incontinence  of  the  bladder  and  rectum, 
lancinating  pains,  disturbances  of  sensation,  anesthesia,  and  paresthesia.  In 
some  cases  one  or  another  classical  symptom  of  tabes  is  missing  and  those 
of  the  clinical  counter-picture,  spastic  spinal  paralysis,  are  found.  [Occa- 
sionally intense  neuralgic  pains  in  the  extremities  occur  when  locomotion 
is  attempted.  These  cases  are  doubtless  akin  to  those  of  intermittent  claudi- 
cation.— Ed.] 

It  has  already  been  remarked  that  these  affections  of  the  nervous  system 
are  not  regular  accompaniments  of  progressive  pernicious  anemia;  and  it 
must  be  added  that  in  all  probability  they  are  usually  independent  of  the 
severity  of  the  anemia,  but  due,  as  we  suppose,  to  some  special  etiology.  In 
any  case,  we  are  not  justified  in  regarding  these  symptoms  as  consequences 
of  the  anemia,  but  they  are  presumably  co-ordinated  consequences  of  the 
same  cause — the  effect  of  toxins.  [Three  groups  of  cases  should  be  here  dis- 
tinguished : 

(a)  Those  in  which  the  nerve  symptoms  appear  late  in  the  course  of  a  case 
of  obvious  pernicious  anemia. 

(6)  Those  in  which  there  are  no  nerve  symptoms  (except  peripheral  pares- 
thesiae)  during  life,  but  obvious  sclerotic  changes  in  the  cord  post  mortem. 

(c)  Those  in  which  the  cord  symptoms  precede  and  overshadow  the  mani- 
festations of  anemia.  This  most  interesting  group  of  cases  has  been  studied 
especially  by  James  J.  Putnam  of  Boston. — Ed.] 

More  exact  clinical  knowledge  of  progressive  pernicious  anemia  has  led 
us  to  give  special  consideration  to  the  changes  in  the  eye,  particularly  to  the 
RETINAL  HEMORRHAGES  and  their  consequences.  It  cannot  be  denied  that 
these  changes  are  usually  found  in  progressive  pernicious  anemia,  but  isolated 
cases  have  been  met  with  in  which  the  eyes  were  quite  normal ;  and  besides,  in 
undoubted  cases  of  simple  anemia  as  already  mentioned,  profuse  retinal  hemor- 
rhages may  occur.  Consc^iuently  this  symptom  may  be  considered  as  a  sign 
of  the  degree,  and  not  of  the  variety,  of  the  anemia. 

Disorders  of  the  sense  of  liearing  and  of  smell  are  of  slight  importance  and 
exceedingly  uncoinmon ;  but  these  may,  imder  some  circumstances,  proceed  to 
complete  suppression  of  tliese  functions. 

The  POST  MORTEM  FiNDixGs  in  progressive  pernicious  anemia  are  of  espe- 
cial interest  because  in  some  respects  they  give  important  information  regard- 
ing the  nature  of  tlie  disease. 

Besides  the  extreme  anemia  of  all  the  organs  and  tlie  hemorrhagrs  that 
are  always  present,  tliougli  those  vary  in  amount  and  localization,  siderosis 
is  alwaijs  found,  that  is,  an  abnonnally  increased  amount  of  iron  in  the  inter- 
nal organs,  especially  in  iho  liver,  in  the  spletm,  in  tlie  bone-marrow,  and  in 
the  lymph-glands.  [Xeither  the  hemorrhage  nor  the  siderosis  is  invariable, 
though  in  the  majority  of  cases  they  are  found. — En.]     This  increase  of  iron 
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in  progressive  pernicious  anemia  may  be  eonsiilered  a  proof  of  the  invariably 
coneojiiitimt  increiL-ed  de^it ruction  of  red  corpuiieles. 

Fatty  iiEGEXEruTiox,  the  clinical  coiiseqiienecs  of  which  have  already 
bct^n  allude<l  to,  i.s  found  quite  often  in  the  muscles  of  the  extremities^  of  the 
trunk,  and  conspicuously  in  the  nln^icles  of  the  eye.  Almost  always  we  find 
the  fatty  dc^^enerat  ion  cif  the  heart  niusele  whicli  is  such  a  well-known  charac- 
teristic of  tiic  ditiea.se.  The  fatty  degeneration  of  the  arterioles  and  capillaries 
is  interesting  Ijecaase  it  occasion}^  hemorrhages  in  the  internal  organs. 

Attention  must  he  devoted  to  the  dujestivk  tract,  hecanse  the  aehylia 
gastrica  sometimes  |>resent  leads  us  to  expect  deiinite  anatomical  changes.  In 
fact  a  more  or  less  markcil  atrophy  of  the  gastric  and  intestinal  glands  has 
been  found  repeatedly,  yet  the  pathologico-anatornieal  changes  at  the  autopsy 
by  no  means  always  coincide  with  the  syuiptouis  during  life;  fpiitc  marktHl 
degenerative  changes  have  been  fonuil  in  cases  where  the  fiint  tions  of  the 
etomacb  and  inte^ilines  bad  apparently  l>een  fK'rfectly  normal,  while,  on  the 
other  hand,  in  cases  in  which  aehylia  gastrica  undoubtcMlly  had  l>eeD  present 
no  anatomical  changes  were  foiuid.  The  relations  of  the  gastro-intestinal 
atrophy  to  progressive  pernicious  anenua  have  not  as  yet  been  sufficiently 
demonstrated.  It  must  be  remernlRTed  that  only  comparatively  few  cases  of 
anemia,  and  tliose  not  always  the  most  severe,  show  these  changes;  and  fur- 
thermore, that  in  a  series  of  other  changes  nowise  related  to  progressive  per- 
nicious anemia,  atrojiby  of  the  gastro-intestinal  glands  has  Im^'d  found.  The 
8Uppositii)n  is  reasonable  that  this  atropliy  and  aneirua  have  no  causal  relation 
toeacli  other,  l>yt  thai  they  represent  t!ie  etTects  of  a  common  cause. 

A  few  instances  of  progressive  pernicious  anetnia  have  been  reporter]  in 
which  carcinoma  of  the  dotnach,  in  extent  about  the  size  of  a  haxel-nnt,  and 
without  ulceration  or  metastases,  has  been  fomifi  The  small  size  of  these 
tumors  prevents  our  recognizing  in  tiiem  the  cause  of  the  anemia;  hut  if  one 
is  not  content  to  call  it  "  coincidence ''  the  supposition  that,  progressive  per- 
nicious anemia  has  prepared  the  way  for  the  formation  of  the  tumors  is  not 
altogether  onreasonable.  Hf  course,  tlu*  cases  in  which  advanced  carcinosis  is 
found  eombinetl  with  progressive  pernicious  anemia  must  be  judged  r|uite  dif- 
ferently; here  it  is  probable  that  the  carcinoma  is  the  cause  of  the  anejuia. 

On  account  of  the  symptoms  suggesting  talies  and  other  diseases  the  CEJr- 
TlLiL  NEKVoris  sYSTEAl  has  Im^n  made  the  subject  of  especnally  thorough  n^- 
searches.  Besides  the  hemorrhages  which  are  most  apt  to  occur  in  the  brain 
and  spinal  cord,  w^e  find  focal  and  also  dilTnse  degenerations  of  the  nerve 
fibers  in  the  white  substance  of  the  spinal  cord,  with  consecutive  prolif- 
eration of  the  connective  tissue.  These  changes,  which  occur  particularly  in 
the  posterior  columns,  are  without  doubt  the  cause  of  the  severe  clinical 
symptoms. 

The  changes  in  the  BONE-HAnROW,  esprciaUtj  ikosii  revealed  bt/  the  mtcfO- 
gcopicn!  examination  of  (he  organ,  are  the  most  important  of  all,  because  we 
find  in  them  convincing  pr^^if  of  the  necessity  of  classifying  anemic  conditions 
according  to  the  mode  of  blood- regeneration.  If  we  consider  only  the  macro- 
seopieal  evidences,  the  classification  of  anemia  appears  impossible;  for  in 
almost  all  cases  we  fi^nd  a  transformation  of  the  yellow  fat  marrow  into  red 
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lymphoid  marrow,  these  changes  inehnliBg  sometimes  smaller,  soraetimes 
larger,  portions  of  the  ijone-rnarrow.  If,  in  &  case  of  simple  anemia,  we  were 
to  examine  sncli  a  portion  microscopically,  an  exact  picture  of  the  normal 
lymphoid  marrow  wonld  be  seen,  such  as  is  always  found  in  the  ribs,  the  verte- 
brsc,  the  sternuni,  and  is  besides  characterized  by  tlie  presence  of  white  cells 
(which  we  do  not  take  into  consideration),  and  by  red  hlooil-corpasclcs  of  the 
&ame  size  as  the  erythrocytes  of  normal  blood,  some  without,  some  with,  nnclci. 
But  tlie  picture  we  obtain  in  cases  of  progressive  pernicious  anemia  of  all, 
or  of  many,  of  these  transformed  red  bone-marrow  regions  is  entirely  differ- 
ent. The  nucleated,  as  well  as  tlic  non-nucleatetl,  red  blooil-corpuseles  are  of 
such  a  size,  and  contain  such  a  rich  quantity  of  hemoglobin,  as  is  never  ob- 
served in  the  bone-marrow  of  the  normal  adult  but  only  in  the  embryo.  These 
differences  seem  to  he  so  essential  as  to  necessitate  a  special  classification  of  the 
anemias,  even  if  they  did  not  l)car  out  what  we  should  expect  from  the  clinical 
symptoms  and  the  condition  of  the  blood. 

In  progressive  pernicious  anemia  the  whole  fat  nmrrow^  very  rarely  degen- 
erates into  lymphoid  nu'galoblastic  marrow,  and  this  is  a  factor  whicli  enables 
Us  tile  better  to  comprehend  certain  variations  in  the  blood  findings,  and  is  of 
the  greatest  impnrtunce  in  practical  diagnosis.  Often  only  a  portion  of  the 
lymphoid  marrow  shows  a  megaloblastic  structure,  while  the  other  regions  are 
lympho-normoblastic.  Moreover,  only  a  part  of  the  fat  marrow  is  diseased 
in  most  cases.  Of  course,  tbe  nund>er  of  megaloblasts  and  megalocytes  con- 
tained in  the  circulatijig  btood  de|Hmds  upon  the  size  of  the  megaloblastic  por- 
tion of  the  bone-marrow,  and  ojher  tem[)orary  variations  in  the  composition 
of  the  blood  may  be  thus  explained. 

It  is  our  purpose  to  discuss  in  this  article  only  points  of  practical  impor- 
tance. But  we  must  not  forget  that  a  series  of  <|uestions  most  intimately 
related  to  the  cfiangcs  in  tlie  bone-marrow  are  still  awaiting  solution.  For 
bothrioce|)balus  aneitiia.  tbe  correct  ex|ilanation  has  probalily  been  given,  and 
most  authors  of  the  present  day  ma  in  la  in  the  view  that  the  toxin  of  the  bothrio- 
ce[ihalus  causes  the  specific  megaloblastic  changes  of  the  bone-marrow.  This 
gives  us  a  hint  as  to  the  etiology  of  otber  types  of  progressive  pernicious  ane- 
mia, and  intHines  ns  to  tlic  general  supposition  of  a  specific  toxic  influence. 
It  is  more  difhcult  to  answer  the  question  as  to  what  particular  circumstances 
transform  a  simple  anemia  into  the  megalohbistic  form,  an  occurrence  which 
must  certainly  be  considered  infrrHpient  considering  the  prevalence  of  simple 
anemia.  At  present,  the  toxin  hyfjothesis  does  not  sufjicieidly  explain  the 
extraordinarily  rare  cases  in  which  progressive  pernicious  anemia  develops  as 
the  consequence  of  a  simple  posthemorrhagic  anemia. 

But  it  cannot  be  disputerl  that  progressive  pernicious  anemia  may  develop 
from  a  simple  anemia,  and  this  confirms  the  view  that  there  must  be  transi* 
tional  stages  in  which  it  is  excetdingly  difficult,  and  often  even  impossible,  to 
determine  to  which  class  of  anemias  a  given  case  belongs.  Still,  we  meet  with 
such  transitions  and  intermediate  stages  within  the  whole  domain  of  pathoh 
ogy,  in  fact  in  all  df'imrtmcuts  of  natural  science;  they  must  not.  therefore, 
be  an  ol>stacle  to  the  difTerentiation  of  the  fjillif  developed  forms,  nor  are  they 
proofs  of  the  non-existence  of  special  types  of  the  disease. 
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Therefore,  in  spite  of  many  iincertainties,  we  are  waiTaut(xl  in  stating  lliat 
the  condition  which  most  distinetivelj  stamps  progrei^sive  fternicioiis  anemia 
may  be  described  as  follows:  Proouessive  pernicious  anemia  ib  not  an  ex- 
tremely MARKED  DEOREE  OF  ANEMIA.  UUT  A  DISTINCTIVE  TYPE  OF  THE  DISEASB 
CHAIlACTElilZED   UY    A    TECULIAIl    MODE    OF    liLUOD-FOHMATlUN. 

THE   COURSE  OF  THE  DISEASE 

The  courac  of  pmgre^f^ive  iiernieiou^  anemia  |)resL-nts  some  remarkable  and 
rharaet eristic  features,  which  are  more  jironounred  than  in  any  oHier  disease. 
Only  occasioiiaHy  doe«  the  disease  run  a  continuously  progressive  and  fatal 
course;  usually  the  morbid  condition  is  relieved  once  or  several  times  by  a 
gtate  lasting  for  weeks  or  montlis  that  may  sirnubite  ahuosl  perf<vt  health. 
These  **  remissifrns  ''  often  follow  stages  of  the  disease  so  scviT**  (hat  they  seem 
to  be  tlie  immetliate  precursors  of  death;  during  exti*emc  prostration,  a  change 
suddenly  sets  in — spontaneously  or  under  the  influence  of  medication — a 
change  that  witlrin  a  few  ww^ks  often  leads  to  apparently  p<^rfect  recovery. 
Remissions  such  as  these,  as  many  as  five  or  more,  have  rei>eattMlly  been  noticed 
in  the  same  individuaL 

The  duraiwn  of  ihf  dusease  varies  from  a  few  wei*ks  to  five  or  ten  years; 
but  l>y  far  the  majority  of  patients  succumb  in  a  year  or  a  year  and  a  half 
after  the  symptoms  have  distinctly  developed. 

The  piQgnom  of  the  disease  is  exceedingly  grave;  the  so-called  recoveries 
have  proljaiily  been  only  the  beginning  of  the  remissions,  which  delay,  but 
cannot  avert,  the  fatal  issue.  According  to  our  present  knowledge,  the  disease 
must  be  considered  incurable  and  fatal.  [In  the  vast  majority  of  cases,  in- 
cl  u  d  i  U)^  m  OS  t  o  f  t  hose  p  u  li  1  i  s  1  led  as  *  *  e  u  res , ' '  dcat  h  f oU  o  ws  within  t  h  r  ee  years, 
but  there  are  a  few  well-authenticated  cases  still  alive  at  the  end  of  ten  years. 
Per!iaps  1  in  KM)  may  recover. — Ed.] 

Jloihriorrphalus  anfmia  is  a  striking  exception  to  this  rule.  This  form  of 
the  affection  is  often  entirely  cured  l>y  the  expulsion  of  the  worm,  even  though 
symptoms  of  progressive  pernicious  anemia  have  already  developed  to  the  full- 
est i^xtent.  and  the  anemia  has  attainal  a  high  degree.  We  recognize  from 
this  that  tlie  mere  presence  in  the  Idrxid  of  megaloljhists  and  megalocytes — i.  e., 
the  megaloblastic  degeneration  of  the  Ijone-marrow — does  not  in  itself  make 
the  prognosis  ab^lutely  unfavorable,  but  that  even  with  this  the  disease  may 
lose  its  progressive  character  if  we  can  succi!<^d  in  removing  its  cause  from  the 
organism.  8o  long  its  we  are  ignorant  of  the  origin  of  progressive  pernicious 
anemia,  so  long  are  the  prospects  of  a  cure  decidedly  urrfavorable. 

The  most  important  point  in  the  diagnosis  is  the  ditTerentiation  lietween 
simple  and  progressive  pernicious  anemia.  In  well-marked  cases  of  the  latter, 
the  general  clinical  picture  enables  us  to  make  the  diagnosis.  The  peculiar 
pallor,  the  extreme  weakness,  the  tired  expression,  the  marked  development 
of  heart  symptoms,  the  retinal  hemorrhages,  the  striking  contrast  between  the 
asthenia  and  the  welbpreserved  adipose  tissue — all  the^se  eomhine  to  form  a 
picture  that  clearl}'  stamps  the  disease  after  a  merely  superficial  examination* 


If  the  patient  is  under  obserYation  for  a  long;er  time,  the  appearance  of  a 
remission  is  a  remarkable  aid  to  the  ilia^nosis.  Even  in  suuh  characteristic 
cases,  liesides  the  clinical  examination,  we  must  not  omit  an  examination  of 
the  libiod  as  a  control  test;  if  the  genera!  clinical  picture  of  the  disease  is  not 
perfectly  develope<],  blood  exam i nation  is  even  more  essential. 

If  we  find  in  tlie  bb>od  im^kmhted  niegaloblasts  besides  genuine  megalocytes, 
the  dia^osis  of  progressive  pernicious  anemia  is  established  beyond  doubt. 
[This  statement  is  certainly  too  strong.  Undoubted  megaloblasts  with  a 
majority  of  normoblasts  occur  in  some  perfectly  curable  post-malarial  anemias. 
It  is  the  predominance,  not  the  prt}senee,  of  uugabjblasts  and  megalocytes 
that  is  most  significant. — En.]  If  we  do  not  find  them  it  is  more  difficult 
to  reach  a  eonchision.  Whoever  is  careful  to  bear  in  mind  the  above-iuentioned 
changes  in  the  bone-marrow  will  exclude  pernicious  anemia  in  doubtful  eases 
only  after  repeatiHl  examinations  of  the  blood  have  shown  it  to  be  entirely 
free  from  these  characteristic  elements. 

We  must  always  remember  that  the  megaloblasts  usually  pass  only  in  small 
numbers  from  the  hone-marrow  into  the  blood.  Hence  we  must  examine 
thoroughly  several  technically  ]>erfect  preparations  before  we  can  positively 
say  that  this  variety  of  cell  is  absent.  If  the  blood  is  of  a  pronounced  mcgalo- 
cytic  character,  then  the  diagnosis  of  progressive  pernicious  anemia  may  be 
made  even  though  megalolilasts  are  absent,  because  the  appearance  in  the  blood 
of  large  numbers  of  megalocytes  cannot  occur  without  a  previous  megaloblastic 
transformation  of  the  honi'-marrow. 

Another  diagnostic  difHcidty  is  the  fact  tliat  there  are  undoubtedly  cell 
forms  which  morphologically  represent  a  transitional  stage  between  normo- 
blasts and  megaloblasts.  If  these  are  sparse,  they  may  be  left  entirely  out  of 
consideration  ;  if  they  appear  in  great  numbers^  they  are  indicative  of  pro- 
gressive pernicious  anemia. 

To  determine  the  cause  of  progressive  pernicious  anemia,  an  examination 
of  the  feces  for  tape- worm  ova  is  necessarily  important;  the  presence  of  the 
bothrioceplialus  ova  or  links  will  aid  materially  in  the  prognosis  and  treat- 
ment. [Uncinaria  eggi^  should  also  he  looked  for,  though  the  t^'pe  of  anemia 
produced  by  uncinariasis  is  usually  somewhat  different  from  that  described 
here.^ — En.] 

From  the  standpoint  of  differcniml  duignoais  wc  miist  bear  in  mind  endo- 
carditis, carcinoma  of  the  gastro- intestinal  tract,  tabes  dorsal  is,  and  Addi- 
son \s  disease,  and,  during  tlie  CHimatose  terminal  stages  of  the  malady,  other 
affections  in  the  course  of  which  severe  disturbances  of  consciousness  occur. 
In  these  cases,  tlie  verdict  depends  nuiinly  upon  the  blood  examination, 

THERAPY 

Treatment  offers  hope  of  success  only  in  the  bothriocephalus  anemia. 
After  the  anthelmintic  (extr:  filix  mas)  has  produced  its  ctTLH  t,  if  tlie  anemia 
is  not  too  far  advanced  a  defhiite  cure  will  shortly  follow,  Tfiese  results 
encourage  us  to  try  the  filix  mas  even  in  cases  in  which  the  bothriocephalus 
has  not  been  found. 


Harked  improvemeTit  and  even  apparent  cure  has  been  rcpeatodlr  notieed 
after  the  stoiimeh  and  intesline;?  had  been  thoroughly  cleanswi  by  laxatives 
and  irrigations.  In  sneh  cases  we  are  warranted  in  the  interpretation  of  the 
progre&?ive  pernicious  anemia  as  an  autointoxication  from  the  gastro-intestinal 
tract, 

Organotherapif,  the  treatment  of  the  disease  with  bone- marrow^  has  thus 
far  given  no  results. 

On  the  contrary,  some  very  surprit^ing,  though  not  always  accountable, 
resulti?  have  been  attaintxl  by  tlie  iransfimon  of  small  quantities  (40-100 
c.c.)  of  tirfibrinated  human  blood.  In  several  casi'.s  transfusion  has  iKH^n 
followed  immerliately  by  the  onset  of  a  cou)plete  rornission  of  the  disease  and 
life  was  prolonged  for  months,  though  when  transfusion  wa^i  again  performed, 
after  a  relapse,  it  was  inelTwlual.  But  if  the  patient's  life  is  endangered, 
and  if  coma  has  already  set  in,  this  operation  is  our  last  hope  and  resource, 
and  shoidd  at  least  lie  attempted. 

The  most  important  and  successful  treatment  is  by  arsenic.  To  this 
remedy  we  are  indebted  for  an  extraordinarily  large  number  of  apparent  cures, 
and  by  its  aid  in  some  cases  we  succochI  in  bringing  about  remissions  and  in 
delaying  the  imminent  outbreak  of  a  relapse. 

M evert beless  there  can  l>e  no  lasting  cure,  even  with  the  aid  of  arsenic. 

This  remedy  is  administered  according  to  the  generally  observed  rules: 
Small  dos(^  in  the  beginning  and  gradually  increasi?<l,  long-eontinned  use, 
and  a  gradual  decrease.  The  dosc!s  should  be  adapted  to  the  individual  sus- 
ceptibility and  reaction;  as  a  rule,  even  during  the  acme  of  the  treatment, 
we  find  doses  smaller  than  the  nmximal  to  be  suflicient.  During  the  remission, 
when  no  symptoms  are  present,  it  is  well  to  give  the  remedy  from  time  to 
time  for  several  wt^ks.  The  best  indication  for  a  renewal  of  the  treatment 
is  alTordcd  Ity  regular  examinations  of  the  blood,  which  may  give  warning  of 
a  new  outbreak  before  the  clinical  symptoms  suggest  it. 

An  unfortunate  idiosyncrasy  for  arsenic  not  infrequently  develop*^  in  the 
course  of  treatnumt,  and  may  prove  disastrous  for  tbe  patient,  inasmuch  as  the 
propositi  suhsiitutes  for  this  remedy  have  not  yet  borne  the  test  of  experience. 

As  for  general  ireniment,  rest  and  comfort  are  of  paramount  importance. 
The  diet  must  be  adapted  to  the  individual  susceptibility  of  the  stomach  and 
intestine,  as  well  as  to  the  sometimes  insurmountable  repugnance  of  the 
patient  for  meat.  In  view  of  the  debility  of  the  patient,  hydrotherapeutie 
treatment  is  not  advisable,  Imt  sponge  baths  may  he  given  without  danger. 
General  massage  is  preferable  to  bathing.  A  change  of  climate  may  be  indi- 
cateil  during  the  remissions,  and  a  sojourn  in  a  mountainous  region  of  mod- 
erate altitude  is  more  likely  to  prove  beneficial  than  any  other  climatic  change. 
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CHLOROSIS 

By   E.    GRAWITZ,   Charlottknburo   (Berlin) 

Among  the  numerous  cases  of  anemia  constantly  coming  under  observa- 
tion in  the  hospital,  one  group  stands  out  prominently,  which,  in  regard  to  the 
origin  as  well  as  the  symptomatology,  and  the  entire  course  of  the  affection, 
occupies  a  distinctive  position,  and,  since  the  time  of  Hippocrates,  has  been 
considered  to  indicate  an  impoverished  condition  of  the  blood.  [As  Stengel 
has  recently  remarked,  there  seem  to  be  fewer  cases  diagnosticated  as  chlorosis 
in  the  clinigs  of  the  larger  American  cities  than  was  the  case  some  years  ago. 
Whether  there  are,  in  fact,  fewer  cases  or  whether  better  technic  makes  us 
reject  many  that  were  supposedly,  but  not  actually,  chlorotic,  I  do  not 
know. — Ed.] 

SYMPTOMS 

This  group  consists  almost  exclusively  of  young  girls  and  young  women, 
in  whom  the  anemia  betrays  itself  by  a  conspicuous  pallor  of  the  skin  and  the 
mucous  membrane.  [I  have  never  seen  in  adolescent  boys  any  cases  of  anemia 
at  all  resembling  those  which  in  girls  we  call  chlorosis,  and  those  reported  in 
literature  are  mostly  a  good  many  years  back  and  vaguely  reported. — Ed.] 
In  many  cases  there  is  also  a  decided  yellowish  tinge  which  may  sometimes 
verge  upon  green,  and,  as  frequently  happens  in  pathology,  from  this  by  no 
means  significant  nor  even  very  frequent  green  color,  a  term  has  originated 
which  has  long  encompassed  the  entire  symptom-complex,  and  has  become 
current  in  tlie  language  of  all  countries;  namely,  the  designation  ^^  chlorosis '^ 
(from  x^po«»  greenish). 

Besides  this  pale  or  pale  yellow  discoloration  of  the  skin,  there  are  in 
many  cases  dark  gray  rings  around  the  eyes;  it  is  especially  worthy  of  note 
that  tlierc  is  no  sign  of  loss  of  the  subcutaneous  adipose  tissue;  on  the  con- 
trary, many  of  tliose  patients  have  a  plentiful  layer  of  fat. 

It  may  be  seen,  therefore,  that  thu(  form  of  anemia  is  not  due  to  a  general 
cachexia,  but  occurs  in  well-nourished  persons,  a  fact  which  is  confirmed  by 
an  examination  of  other  organs. 

Besieges  the  peculiar  color  of  the  skin,  the  majority  of  chlorotics  show  a 
more  or  loss  pronounced  edematous  infiltration  of  this  tissue,  so  that,  for 
instance,  the  lower  eyelids  often  seem  swollen,  and  imprints  of  the  examining 
fingers  on  the  back  and  at  the  ankles  of  the  patient  are  distinctly  persistent. 

These  signs  lend  to  the  patient  a  peculiar  doughy  appearance,  which,  at 
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the  first  glanee,  vividly  recalls  that  of  piTf^ons  affefletl  with  acute  nephritis, 
yet  this,  of  course^  is  not  due  to  the  yelhiwish  discoloration. 

The  circulatory  apparatus  presenti?  numerous  and  striking  symptoms.  In 
the  heart  there  is  tjhnost  always  an  increaM  of  the  area  of  dulness^  to  the  right 
and  to  the  left.  The  hand  nuiy  feel  a  distinct  mfslolic  thrill^  especially  over 
the  pulmonary  artery,  and  on  auseidtation  sifsiolic  murmurs,  which  commonly 
have  a  pi»culiar  blowing  character,  arc  very  distinctly  heard. 

These  cardmv  murmurs  have  been  recognized  for  a  long  time,  and,  in  spite 
of  careful  study,  are  still  suhjccts  of  dtspulc.  The  murmnr^i  arc  usually  loud' 
eiit  over  Ihe  puhfiominj  ftrierif.  and  an  attempt  has  been  made  to  explain  thorn 
by  the  fact  that  there  is  a  relaxation  of  the  licart  muscle  owing  to  insutHciency 
of  the  blood-snpply,  that  the  (mpillary  muscles  do  not  contract  with  sutTicient 
power,  that,  therefore,  during  systole  there  is  a  relative  insnffieienc}f  of  the 
auru  uloreniricular  rfilves  which  causes  a  regtirgitalion  of  the  blood  to  the 
auricles  during  sptolc  in  the  same  manner  as  in  ca^^  of  organic  mitral  insuf- 
ficiency. 

This  much  is  certain  ;  that  these  systolic  murmurs  are  intimately  related 
with  the  anemic  condition  of  the  bfoo<l,  that  they  appear  when  the  disease 
develops,  and  disappf-ar  when  the  general  clinical  picture  shows  improvement. 

Tbereforc,  they  have  been  prryperly  called  ^' annnie  murmurs T  in  contra- 
distinetion  to  heart  nmrmurs  prmluced  bj  valvular  lesions  which  arc  desig- 
nated *'  organic  murmnrs,''  and  an  exact  knowlixlge  of  these  conditions  is  the 
more  imp<jrtaui  as  it  is  fre<iucntly  the  duty  of  the  ydiysician  to  decide  whether 
changes  and  murmurs  in  Ihe  heart,  especially  in  yoimg  pi^rsons,  are  to  be 
attributed  to  a  valvular  lesion  or  whether  they  are  only  accompanying  symp- 
toms of  anemia.  [The  term,  *' anemic ''  or  **  hemic'*  murmurs,  is  not  well 
chosen,  for  the  majority  of  such  murmurs  occur  not  in  anemic  cases  but  in 
fevers,  in  neurotic  or  excited  t^omlitions,  in  growing  chtldren  and  after  any 
violent  exertion  {boat-races,  etc.).  On  the  other  hand,  cases  of  marked 
anemia  without  any  murmurs  are  not  very  uncommon.  I  prefer  the  term 
**  functional  murmur." — Kn. ]  As  an  instance  of  the  importance  of  this*  dif- 
ferential-diagnostic distinction,  we  may  mention  the  rix|uircments  for  enlist- 
ment in  Diilitary  service,  in  which  this  ijuestion  is  of  momentous  importance. 

As  a  criterion  in  practice  the  following  important  points  favor  anemic 
murmurs: 

1.  The  existence  of  distinct  anemia. 

2.  The  simultaneous  presence  of  the  systolic  murmur  over  all  the  valves. 

3.  Especial  loudness  in  the  pulmonary  area. 

4.  Absence  of  that  accentuation  of  the  pulmonic  second  sound  which  con- 
stantly accompanies  insutliciency  of  the  mitral  valve. 

It  must,  however,  be  stated  with  emphasis  that  simple  as  this  appears  in 
theory  it  h  often  ditlicult  in  practice  to  arrive  at  a  decision;  for,  in  the  first 
place,  training  is  necessary  to  make  these  examination's  correctly,  and,  further, 
prolongc<l  observation  of  the  patient  is  the  only  decisive  criterionj  for,  as  has 
been  slated,  anemic  murmurs  are  transitory  while  organic  heart  murmurs  are 
pennanent. 

Neither  does  the  character  of  the  pulse  give  reliable  information  in  regard 
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to  this  question.  The  pulse  of  anemics  is  for  the  most  part  simply  accelerated, 
of  varying  strength,  and  often  slightly  dicrotic;  in  some  cases  a  crural  mur- 
mur has  been  noted.  Obviously,  then,  the  pulse  of  chlorotics  presents  no  char- 
acteristic changes. 

The  acceleration  of  the  heart  heat  and  of  the  pulse  is  explained  by  a  diminu- 
tion of  hemoglobin,  as  the  blood,  in  order  to  accomplish  the  required  oxida- 
tion of  the  whole  organism,  must  circulate  more  rapidly  than  when  it  contains 
a  normal  amount  of  hemoglobin.  As  a  result  of  this,  acceleration  of  the  heart's 
action  is  one  of  the  common  symptoms  of  chlorosis  as  well  as  of  other  forfhs 
of  anemia. 

Subjectively,  the  patients  are  often  vividly  conscious  of  this  acceleration, 
so  that  a  troublesome  sensation  of  cardiac  palpitation  develops,  a  point  which 
has  been  noted  in  the  earliest  literature  as  a  prominent  symptom  of  chlorosis. 
This  sensation  becomes  aggravated  upon  exertion  as  when  they  attend  to  their 
housework,  ascend  stairs,  etc.  As  a  result  they  readily  become  short  of  breath, 
and  the  rapid  beating  of  the  heart  which  appears  after  these  slight  exertions 
often  persists  afterward  as  a  subjective  but  very  disagreeable  symptom. 

In  these  cases  it  is  surprising  to  note  that  some  chlorotics,  who  during  the 
day  become  dyspneic  on  the  slightest  exertion,  are  able  in  the  evening  to 
attend  a  ball  and  indulge  most  immoderately  in  dancing,  and  even  to  con- 
tinue this  exercise  for  hours  without  any  difficulty  in  breathing  approaching 
that  which  occurs  during  the  day,  when,  for  instance,  they  ascend  only  one 
flight  of  stairs.  Of  course,  upon  the  following  morning,  a  particularly  great 
prostration  is  discernible. 

Similar  to  the  murmurs  in  the  heart,  in  such  patients  "  venous  murmurs '' 
have  for  a  long  time  been  recognized  which  are  designated  "  nun's  murmurs  " 
or  also  "  bruit  de  diable.''  These  are  best  auscultated  over  the  stemo-clavicu- 
lar  articulation;  care  must,  however,  be  exercised  that  the  neck  of  the  person 
is  not  turned  too  much  to  one  side,  for,  in  this  case,  the  murmur  may  also  be 
noted  in  normal  subjects.  This  murmur  is  due  to  the  circumstance  that  the 
jugular  vein  is  held  by  tense  bands  situated  behind  the  articulation  just  men- 
tioned, so  that  in  this  region  it  cannot  expand  and  contract  with  facility,  as 
it  docs,  for  insfance,  higher  up  in  the  neck.  Xow,  since  in  anemics  the  lumen 
of  the  vein  is  lessened — being  less  full — when  the  blood  enters  from  the  nar- 
rowed portions  into  the  easily  dilatable  parts  previously  mentioned,  differences 
in  the  blood  current  arise  which  give  rise  to  these  murmurs.  This  is  the  usual 
explanation  of  those  conspicuous  venous  murmurs,  but  it  is  unsatisfactory, 
inasmuch  as  in  other  anemic  conditions  in  which  the  blood  reveals  much 
greater  deterioration  than  in  chlorosis — therefore  a  more  favorable  condition 
for  the  production  of  the  murmurs — no  adventitious  bruits. are  discernible. 
[It  should  be  mentioned  at  this  point  tbat  violent  pulsations  of  the  peripheral 
arteries,  especially  the  carotids,  are  noticeable  and  sometimes  troublesome  in 
cases  of  severe  anemia  of  any  type.  The  arteries  flap  and  jump  so  violently 
as  to  remind  one  of  the  conditions  seen  in  aortic  regurgitation. 

Dilatation  of  the  heart  is  not  uncommon  and  may  be  demonstrated  by 
radioscopy  or  by  percussion.  A  beautiful  picture  of  a  heart  dilated  in  the 
course  of  a  case  of  chlorosis  is  included  in  the  v.  Ziemssen-Rieder  Atlas. — Ed.] 


The  respiratory  apparatus  in  elilornflos  ^liows  few  devmtions  from  the 
nonnal.  A  symprooi  iioliLxablL'  iii  nuioy  nf  tlie  palients  is  an  aachmifd  res- 
piration  rate,  wliieh  is  to  be  explained,  like  the  aeceleration  of  tlio  heart's 
action,  hy  a  relative  rk^iieienev  of  the  blood  in  oxygen.  This,  however,  i^  not 
eliaracteristie  of  chlorosis^  hnt  is  also  met  with  in  other  affections  aeeompanied 
by  deficiency  in  henioi;lobin, 

liluch  more  numerous  are  Ibe  symptoms  on  (lie  part  of  the  digeative  appa- 
ratus*  First  of  all,  as?  an  almost  invariable  symptom,  tliere  k  found  anorexia 
and  repugufiTicf  for  certain  kinds  of  food,  for  insfanee,  meat ;  and,  on  the 
other  Ijanrl.  and  this  is  a  characteristic  s;^^nptom  of  the  disease,  a  morbid  desire 
for  food  diffienJf  (o  d4f;rsf  or  wholltf  iHtUffesfible.  Thus,  many  of  these  patients 
have  an  etipecial  Hking  for  sour  foods,  vinefrar,  pickled  prodnets,  etc.,  and 
furthermore,  for  lime,  chalk,  slate  iRmcils  and  the  like;  longings  which  remind 
one  fcircibly  of  similar  cravings  in  pregnancy. 

Afony  of  the  muscular  wall  of  the  stomach  is  often  found,  which  not  infre- 
quently leads  to  dilatation  and  displacements  of  this  organ.  8 till,  I  cannot 
coincide  in  the  opinion  of  ileinert,  who  considers  ffamtroptosls^  that  is,  the 
pathological  descent  of  the  fundus  of  the  stomach,  a  constant  symptom  of 
chlorosis,  and  even  nmkes  it  responsible  for  the  origin  of  the  whole  disease. 

As  a  matter  of  fact,  there  is  often  found  in  young  girls  a  displacement  of 
the  stomach  from  its  normal  limits,  the  result  of  tight  lacing  and  the  wearing 
of  corsets;  and,  as  general  weakness  of  the  nmscles  exists  on  account  of  the 
anemia,  conditions  are  very  favorable  for  the  development  of  gastroptosis  and 
dilatation  in  eonse<pience  of  the  stagnation  of  Unn]  nnd  Mgbt  lacing. 

In  many  cases  the  secreionj  mtiiiiy  of  the  slonmvh  is  quite  normal;  in 
others  an  exc*f^<sive  production  of  hydroehloric  acid  is  met  with:  and  in  fitill 
others  acidity  is  decreas*Hh  These,  however,  are  facts  that  must  be  ascer- 
tained hff  direct  examination  of  (he  gastric  contents^  and  should  never  be 
guesst*d  at  from  the  subjective  complaints,  as,  for  instance,  from  the  inclina- 
tion to  eat  chalk. 

Tile  atiiviitf  of  the  intestines  is  usually  disturbed,  and  constipatitm  is 
one  of  the  commonest  symf>toms;  indwd,  as  will  be  HX^n  later,  theories 
have  be^'n  developed  which  ascribe  the  origin  of  the  whole  disease  to  this 
phenomenon. 

Concerning  the  Metabolism  of  chlorotics,  exact  researches  have  been  made, 
especially  by  w  NiKU'dcu  and  his  ]*upils.  fnun  which  it  is  ascertained  that  in 
these  patients  no  e^ipec^ially  increased  waste  of  albumin  fx*curs,  that  the  absorp- 
tion of  oxygen  is  within  nonnal  limits,  and  that  the  excretion  of  urea  shows 
no  noteworthy  change. 

The  bodtj  temperature  is  neither  increasnl  nor  diminishe<il.  The  appear- 
ance of  fever  is  probably  to  1r*  explained  fnr  tlie  most  part  by  the  pre^^ence  of 
complications.  Slight  transitory  rises  of  temperature  without  demonstrable 
organic  changes  occur  in  some  cases;  but  we  must  consider  the  close  relation- 
ship between  chlorosis  and  hysteria^ — a  fact  which  we  shall  consider  frequently 
later  on — in  which  fever  of  like  character  also  is  noted,  and  has  thus  far  not 
been  satisfactorily  explaint^l 

In  chlorotie^  the  lexnal  functions  are  disturbed  in  various  ways;  and  here 
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again  the  attGinpt  has  been  made  to  refer  t!ie  development  of  the  disease 
these  disturbances. 

Mefwtruaiion  in  ehiorotic  girls  is  delayed,  or  if  it  has  already  appeared  it 
becomes  scanty  or  ceases  when  the  chlorosis  develops.  In  contrast  to  this,  other 
chloroties  suffer  from  remarkably  profuse  menstruation,  which  sometimes  may 
1)0  normal  for  a  few  months;  at  ilie  same  time,  there  is  consideral^e  sulTermtr 
at  the  onset,  8ueh  as  headache,  general  nausea,  indisposition,  pain  in  the  abdo- 
men, etc. 

In  opposition,  however,  to  the  opinion  that  the  menstrual  anomalies  are 
the  actual  cause  of  the  disease,  it  must  be  maintained  tluit  rnauy  rliloroties 
menstruate  in  a  perfectly  normal  manner  until  the  onset  of  the  disease,  so 
that,  logically,  these  anomalies  which  develop  during  the  course  of  the  chloro- 
sis must  nndoubtLdly  be  considered  as  secondary  conditions.  Leukorrhea  is 
also  very  frequent  in  chloroties. 

The  symptoms  referable  to  the  aervons  system  are  nimierons,  and  here 
we  must  differentiate  two  grovp.^,  one  of  which  may  be  easily  recognized  as 
sole!  If  a  eoti.srqnrnre  of  (he  tinfmir  con  Hi  f  Ion  of  ihe  hlood,  while  the  other  has 
an  Wfh'prfulrfti  fhfjrarter  and  is  sj>eeially  significant.  To  the  first  group  belong 
vvriifio,  sperks  hcforr  ihf  effrs,  stpit-opr,  which  can  be  easily  explained  as  due 
to  a  deficient  sui>ply  of  Idood  to  the  l)rain,  all  the  more  so  us  the  symptoms 
ameliorate  when  the  patients  are  kept  in  a  recnmbent  posture,  so  that  the 
access  of  blood  to  the  brain  is  facilitated,  wbile  they  he<*ome  most  prominent 
as  soon  as  the  patients  assume  the  erert  position  or  attempt  to  walk,  Tliese 
symptoms  of  ancuiia  of  the  brain,  resulting  from  unsatisfactory  circulation 
of  the  blooil^a^  the  same  time  poor  in  oxygen^hecome  manifest  in  a  similar 
manner  also  in  other  forms  of  anemia. 

In  ihe  snond  f^rottp  (nervous  symptoms  independent  of  anemia)  belong 
especially  pstphiaii  anonmlirs^  which  manifest  themselves  by  a  change  in  the 
disposition,  and  a  dislike  for  mental  and  physical  exertion ;  on  the  other  hand, 
when  it  is  specially  interesting  to  the  patient,  she  can  endure  a  consideralde 
anmunt  of  exertion,  as,  for  instance,  in  dancing,  as  has  Ijwn  previously  men- 
tioned. [Insomnia  at  night  and  a  heavy  sleepy  condition  in  the  daytime  ar 
often  seen  in  chlorosis,  but  some  patients  sleep  excessively, — Eix] 

As  regards  senmbUUif^  we  often  find  anesthesia  of  different  parts  of  thel 
skin  as  well  as  of  the  mucous  mendiranes,  for  ex  amide,  of  I  be  pharynx :  in 
other  cases  there  is  hy|>eresthesia,  and  especially  nntralfjic  phenomena  in  the 
distribution  of  di liferent  nerves.     Intercosial  neuralgia  is  quite  common,  and,] 
if  it  occur  on  the  left  side,  is  often  incorrectly  referred  to  the  spleen  as  the 
so-called  '''  spJenahjM,"'  of  which  the  patients  complain. 

Motor  fH^inrbaner.^,  also,  are  often  accompanying  symptoms.  Paresis  of 
the  various  muscles  of  the  larynx  and  also  of  those  of  the  extremities  is  often 
found. 

The  condition  of  the  reflexes  varies;  they  are  frequently  normal,  some- 
times diminislied,  in  other  eases  exaggerated. 

Moreover,  disturbances  of  the  sf/mpfifhetic  stjgfem  manifesting  themselves 
by  an  abnormal  innervation  of  the  blood-vessols  are  verv^  important.  Thus 
we  may  observe  in  these  patients  an  ah  normal  facllittj  for  blushing  foUowed 
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by  a  rapidhj  succeeding  paUor.  The  appearance  of  erythematous  areas  upon 
the  trunk  tjiay  aUo  be  groupt'd  with  tliet*e. 

Disturbaueei^  of  tlie  organs  of  special  sense,  particularly  often  that  of 
vision^  niamfe^ting  it^^lf  hy  the  fact  that  the  patients  soon  tire  in  reading, 
sewing,  etc.,  in  most  cases  are  caused  by  weakness  of  the  eye-mii^cles  and  of 
the  median  ism  of  aecniumodation. 

Besides  this,  in  many  instances,  serous  infiltration.^  of  the  retina  are  found, 
which  then  appears  etrikinijly  pale,  and,  especially  about  the  papilla,  lacks 
distinct  contonr,  and  looks  as  if  loosened. 

Xow  and  then  at f arks  of  trftfisiiortf  blindness  or  partial  deficiencies  in 
vision  are  noticeable,  wluch,  althou^irh  tliey  greatly  alarm  the  patient,  offer  a 
gofkl  prognosis  and  disappear  coiupletely. 

Anomalies  of  taste  have  already  been  mentioned.  We  also  find  abnormal- 
ities of  smell,  the  same  as  in  hysteria, 

THE   BLOOD 

TriE  liLooD  OF  CITLOROTIC8  has,  for  a  very  long  time,  l>een  the  subject  of 
tbnrnugb  and  extensive  researches,  and  even  with  the  naked  eye  tlie  waten^ 
apfiearance  and  the  marked  pallor  of  the  blood,  wliicli  Hows  freely  from  the 
slightest  puncture,  is  conspicuous.  If  bloml  of  this  kind  is  diluted  with  a 
definite  fpiantily  of  water,  and  this  mixture  is  conipart^^l  with  a  similar  dilu- 
tion of  a  like  (piantity  of  normal  lilm>d,  the  dilference  in  color  is  very  decided; 
this  is  also  shown  by  all  the  various  instruments  which  are  constructed  for 
the  same  purpose,  i,  e.,  for  comparison,  by  means  of  transmitted  light,  of  the 
color  of  the  bhKMJ  with  a  standard  color,  the  so-ea1U^I  hemotjiolnnometer,  so 
as  to  determine  a  deeidtd  reduction  of  the  cot  or  in  g  matter  of  the  t^lood. 

The  exact  estimation  of  the  amount  of  hemoglobin  from  the  amount  of 
iron  contained  in  the  blood  also  shows  a  considerable  reduction  of  the  iron 
and  hemoglobin  values,  so  that  there  can  1m?  no  dmibt  tJtat  in  ehlorosis  there 
is  a  eonsidcrahh  redaction  of  the  fien^oglobin  percentage. 

In  op[)osilion  to  this,  it  is  of  special  interest  tbat  the  count  of  red  blood 
cells,  w!iich  in  the  course  of  time  has  been  made  in  many  cases  and  from 
diflerent  standpoints,  shows  in  the  majority  of  cases  of  uncomplicated  chlorosis 
no  eonsidcralile  redact  ion  in  the  number  of  these  eel  Is  ^  which  are  the  carriers 
of  the  hemoglobin,  and  it  can  Ix*  stattMi  |K>sitively  to-day  that  a  reduction  in 
the  number  of  these  cells,  an  *'  oligocijthetnia/*  is  not  present  in  chlorosis. 
The  normal  number  of  re<l  corpuscles  in  a  cubic  millimeter  of  woman's  blood 
is  about  4,50U/H)0;  in  chlorotics  we  find  an  average  of  from  3,800,000  to 
4,000,000,  and  in  sonie  cases  even  an  abiiost  normal  number;  while  a  marked 
reduction  in  the  number  of  rt*d  blo4>d  cells  is  found  only  in  such  chlorotics 
as  are  deliilitatetl  in  consequence  of  a  prolonged  duration  of  the  disease,  insufB- 
cient  nutrition  and  complications  of  some  kind. 

These  two  important  facts,  that,  on  the  one  hand,  the  amount  of  hemo- 
globin is  always  eonsideral)ly  reduced,  sometimes  to  a  third  of  the  normal, 
while  the  number  of  red  blood  cells  is  changed  but  very  little,  allow  us  to 
conclude  positively,  that  some  individual  red  blood  cells  must  be  poorer  in 


hemoglobin.  Therefore,  we  designate  this  peculiar  form  of  anemia  in  chlnro 
sia  as  an  ^^  oUgochromi'mia"  that  is.  a  defitkncff  in  the  hemogivhin  of  the 
Mood,  Tliii?  symptom  forms  one  of  the  most  important  characteristics  of  the 
bloocl  of  clilorotics,  luid  is  only  [Seldom  found  so  pronounced  in  the  other 
anemias.  \^[x\  my  experience  **ehlnrotic  blood" — <^xees;;ively  low  color-index 
— is  not  at  all  uncommon  in  other  formic  of  anemia,  e.  g".,  in  **  i?plcnic  anemia, '^ 
malarial  anemia,  cancerous  aneuiia,  i>ost-hemorrha<^ic  anemia,  etc,  ChloroLic 
blood  is  in  no  way  peeuliar.^EtK  ] 

If  attention  be  directed  to  tlie  er?/.v  of  (he  blood  tliem^^elves,  we  find  the 
view  corniborated,  even  on  examinatiou  of  the  nustained  preparation;  each 
individual  retl  cell  has  sustained  a  considerable  loss  in  its  hemoglobin.  The 
majority  of  tht^se  cells  ap])ear  strikin*:ly  pale,  and  alisorb  stains  very  imper- 
fectly, a  sign  that  I  he  quantity  of  eolorin;^  hemoglobin  in  the  cells  has  been 
considerably  riHlmcd. 

Morphologically  wc  find  sitiiintj  diffcreucea:  in  the  itizc  of  Ihr  rrd  blood 
cells.    Many  of  them  appear  remarkably  large  (macrorifirtt)  and  at  the  same 
timi'  fpiitc   pale,   withtiot   a   distinctly   protioiinced   central    ujubilicalion — aa. 
though  swolhn.     ^Hie.-e  large,  jiale  discs  have  bei*n  designated,  ijuite  appro- 1 
priatel3%  ""  ch fondle '^  blood -enrpiiscles,     Still  oilier  cclls^  on  tlie  contrary,  arel 
distingnished  by  their  diminutive  size  {mirrortfles).     [Finnish  observers  have 
proved  tliat  the  average  diameter  of  the  red  corpuscles  in  chlorosis  is  often 
diminished.     The  cells  grow  smalh-r  as  the  disease  is  aggravated,  and  return 
gradually  to  their  mirmal  size  in  wnvalescence. — Ei>.] 

The  stained  cells  sshow  very  ilistincliy  the  anomaly  designated  polffrhro- 
matophifi/i;  that  is,  they  partially  take  np  the  l>asic  stains  instead  of  acid 
stains;  and,  therefore,  the  st^dned  pre|mnition  has  a  jjceuliar  appearance 
eharacti  rizt'd  by  the  fact  (hat  man  if  iarge  cells,  venj  faint tg  stained  ergthro- 
rgti'M,  altrrmtfe  iriih  mang  small  inien^dg  siained  teUs^  and  unth  celis  showing 
polgehromatophlUn, 

On  the  other  hand,  gi^iuine  phennmena  of  dvgenerniion,  siieh  as  poikiJo- 
cglosis  and  granular  **  drgmrratiffn  *'  (the  prescui'e  in  the  red  cells  of  numer- 
ous, very  small,  basophilic  grantdes),  do  not  belong  to  the  bloo^l  pietnre  of 
chlorosis,  btd  neeur  only  in  M^ry  far  advancL^l  eases  of  this  kind  whrn  decided 
disturbances  of  nutrition  are  prescut,  or  complicaiions  which  lead  to  cuehrxia; 
as,  for  instance,  halntual  constipation  wilh  increased  intestinal  decom]>osition. 

In  tbc  same  manner,  nuvlmtrd  red  blood  cells  are  not,  as  a  rule,  present 
in  chlorosis,  but  occur  only  in  the  extreme  grades  of  I  lie  disease  when  intense 
irritation  of  the  hemato|}oietic  organs,  i,  e.,  of  the  bone-marrow,  has  taken 
place. 

The  condition  of  the  leulon/ies  in  chlorosis  is  not  uniform.  It  may  lie 
states!  positively  that  thrjfe  celh  do  not  ahow  ang  eharaeteristir  change  in  this 
disease.  Very  often  their  nmnlRT  is  incrcaserl:  especially  during  those  stagf^ 
fif  (he  disease  in  which  regenerative  prm^e^ses  in  bbK»d  production  are  mani- 
fested by  other  signs  as  well  as,  for  instance^  by  the  appearance  of  nucb*ated 
erythrocytes. 

In  the  experienw  of  the  author,  no  new  ci41  forms  appear  in  this  variety 
of  leukocytosis;  but  we  have  rather  to  deal  with  an  increase  in  numljcr  of 
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the  normal  form?^  of  leukoeytje.s  and  by  prefiTcnre  with  an  increaiao  in  the 
miiiibur  of  polyuucloar  neutrophilic  forms  and  of  tiie  lymphocytes,  while  ab- 
normal forms,  as,  for  instance,  the  mycdocytes  (large  leukocytes,  with  one 
nucleus  and  with  neutrophilic  granules)  belong  to  the  exceptions. 

To  t^urn  up,  we  miiy  i^ay  that  the  t<'ut<Htftrs  do  not  platf  a  rok  of  ani^ 
imporianfe  in  the  htoad  changes  of  rhforosui. 

The  third  formed  constituents  of  the  blood,  the  so-called  **  b!ood  phK/ues,^' 
attract  especial  attention  in  chlorosis  because  here  they  appear  in  reuuirkahly 
increased  nuniliers,  so  tluit  large  groups  of  these  s!ua!l  colorless  structures 
may  often  be  seen  in  each  field  of  the  frc^li  preparation. 

We  are  still  uncertain  as  to  their  significance.  Home  authors,  for  instance, 
the  pupils  of  Arnold,  consider  them  as  a  segmentation  product  of  the  red 
bloml  cells,  whih.'  others  Ix-lieve  them  to  he  fnigments  of  disintegrated  nuclear 
substance. 

Since  these  small  bodies,  as  1  have  repeatedly  noted  in  many  examinations, 
may  l>e  partially  stained  with  basic  stains,  espiH'ially  well  with  methylene- 
hhie,  and  partially  with  certain  nuclear  stains,  for  instance,  with  Ziemann's 
[or  lAushuunvs]  eosin  methylene-blue  mixture,  I  believe  that,  at  least  in  the 
majority  of  cases,  they  may  be  considered  fragments  of  nuclear  substance,  and 
at  best  only  a  small  number  of  them  may  have  originated  from  red  blooJ  cells. 

In  any  ease,  rnir  knowledge  concern ing  these  small  structures  is  so  indefi- 
nite that  from  their  appearance  in  increased  numbers  in  the  circulating  blocwl 
we  cannot  draw  any  conclusion,  either  general  or  special,  in  regard  to  chlorosis. 

In  uneomplieated  easei?  of  ehlorosis,  the  Hood  serum  shows,  as  a  rule,  no 
noteworthy  roHuction  in  the  percentage  of  albumin.  The  spectfrr  grnvittf  of 
the  seruui  is  on  tlic  average  l.U'^H,  which  eorres{K>uds  perfectly  with  the  com- 
position of  normal  serum,  and  tlu.^  total  &o!ids  appear  to  be  normal  in  amount, 
averaging  about  10  per  cent,  [The  greatest  menace  to  the  life  of  the  ehlorotic 
is  throndiosis  of  the  cerebral  sinuses.  Venous  thromlK>sis  of  the  extremities 
is  also  mneh  commoner  than  in  any  other  form  of  iinenda.  As  a  rule,  throm- 
liosis  occurs  in  the  severest  and  most  elironie  eases.  It  is  very  possibly  con- 
neeted  with  the  excess  of  platelets  in  the  blood. — ^Rd.] 

Taking  into  consideration  all  these  changes,  it  follows  that  the  blood  in 
chlorosis  is  of  a  peculiar  composition,  and  cbaraeteriztHl  by  the  fact  that  the 
normal  number  of  blood  cells  is  only  very  slightly  rediiecHl  while  the  auumnt 
of  hemoglobin  of  the  individual  cell  is  considerably  diminished,  and  t!ius  a 
pendior  rrtationsltlp  hetwceti  the  ftuid  constifuerds  of  the  blood  and  the  blood 
rells  develops,  which  is  surprisingly  manifest  if  we  puncture  a  vein  iu  the 
arm,  peruiit  a  few  eubic  centimeters  of  blooil  to  flow  into  a  tube,  and  eentrifu- 
gate  it  before  it  coagulates.  Tn  doing  this  we  notice  (as  alst)  when  we  allow 
the  blood  to  coagulate  spontaneously  or  to  form  a  sediment)  that  the  mitsA 
of  the  red  reUs\  tfi  ttdo,  Ls  rjtraordinanhf  redaved,  often  to  onhf  25  per  cent, 
of  the  lehote  blood  mos.^,  eom pared  with  75  per  cent,  of  the  hlood  ffuid,  while 
in  normal  blood  bath  components  arf  prpHent  in  about  equal  proportions. 

It  is  obvious  from  the  above  mentioned  examinations  that  the  blood  cells, 
although  present  in  abnnt  normal  numbers,  are  markedly  defieient  in  hemo- 
t^lobiH,  while  the  chief  bulk  of  the  blood  is  formed  by  plasma,  bo  that  this 
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condition  of  the  blood  has  been  properly  designated  ^^  polyplasmia,'^  that  is, 
an  increase  of  the  total  amount  of  plasma  in  contrast  with  other  changes  of 
the  blood,  such  as  are  found,  for  instance,  in  chronic  circulatory  disturbances 
in  consequence  of  heart  or  lung  diseases,  in  which  the  volume  of  the  blood 
cells  exceeds  by  far  that  of  the  plasma,  and  in  which,  therefore,  a  condition 
of  "  oligopJasmia'^  is  present.  [The  researches  of  Haldane  and  Smith  re- 
garding the  total  volume  of  the  blood  in  chlorosis  as  measured  by  capacity 
to  absorb  CO  gas  point  to  the  same  polyplasmia  referred  to  by  Grawitz. — Ed.] 
All  these  changes  must  be  carefully  considered,  as  they  point  the  way  to 
a  more  thorough  understanding  of  the  pathologic  process  in  chlorosis,  as  we 
shall  see  later.  However,  the  circumstances  in  all  cases  are  by  no  means  so 
simple  and  so  distinctly  pronounced  that  we  are  able  to  make  the  diagnosis 
of  chlorosis  from  the  blood  changes  alone.  We  must  emphasize  explicitly 
that  in  general  practice  the  blood  examination  can  only  confirm  the  diagnosis; 
the  disease  itself  can  only  be  diagnosticated  by  talcing  into  consideration  all  the 
previously  described  symptoms. 

In  conclusion  let  us  review  the  entire  symptomatology  of  chlorosis,  and 
compare  it  with  that  of  simple  anemia,  for  example — to  choose  the  simplest 
form — post-hemorrhagic  anemia,  such  as  develops  after  repeated  hemorrhages 
from  the  stomach  or  the  uterus. 

In  simple  anemia  we  find  general  pallor,  extension  of  the  cardiac  dulness, 
systolic  murmurs  and  also  venous  murmurs  as  in  chlorotics;  in  addition  the 
signs  of  anemia  of  the  brain  are  found,  specks  before  the  eyes,  vertigo  and 
syncope.  On  the  other  hand,  if  there  are  no  complications,  the  entire  group 
of  nervous  symptoms  are  lacJcing  in  simple  anemia,  especially  anomalies  in 
the  psychical  sphere  and  of  the  appetite;  in  spite  of  the  increased  frequency 
of  the  pulse,  as  the  result  of  anemia,  the  troublesome  cardiac  palpitations  are 
absent,  as  are  also  the  symptoms  referable  to  the  sensory  sphere  and  the 
vasomotor  tissue  which  give  to  chlorotics  their  peculiar  puffy  appearance. 

The  changes  in  the  blood,  too,  are  essentially  different,  for  in  simple  anemia 
following  hemorrhage  we  always  find  a  considerable  reduction  in  the  number 
of  cells,  while  the  amount  of  hemoglobin  in  the  individual  cell  is  only  slightly 
or  not  at  all  decreased.  [This  is  true  immediately  after  the  bleeding.  Later, 
the  amount  of  h(>nioglobin  becomes  relatively  diminished,  and  the  bleed  may 
simulate  closely  tlie  conditions  found  in  chlorosis. — Ed.]  On  the  other  hand, 
the  serum  in  these  anemias  always  shows  a  more  or  less  considerable  diminu- 
tion in  the  percentage  of  albumin,  so  tliat  these  two  main  factors,  the  blood 
cells  and  the  blood  scrum,  are  entirely  different  from  tlioso  of  chlorosis. 
Moreover,  in  anemias  followint^  severe  hemorrhage  we  find  nucleated  red 
corpuscles  and  an  inerea>e  in  the  number  of  leukocytes.  [Post-hemorrhagic 
leukocytosis  is  a  curiously  inconstant  phenomenon.  As  a  rule  it  occurs,  not 
immediately  after  the  hemorrhage,  hut  some  days  later,  and  its  duration  is 
very  variable.  T^nless  frequent  examinations  are  made  the  wave  of  increase 
is  often  missed  altogether. 

The  same  is  true  of  the  "shower'-  of  normoblasts  which  usually  occurs 
after  hemorrhage,  but  may  be  very  brief. — Ed.J 
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The  anfitomiad  legions  of  this  cUsrase  have  by  no  means  been  determined 
with  certainty.  The  great  difficulty  in  making  positive  statements  regarding 
organic  changes  in  chlorosis  lies  in  the  fact  tliat  in  uncomphcatcd  chlorosis 
fatal  eajies  are  exceedingly  rare,  and  we  are  cQnsec|nently  dt'ix*ndent  upon  the 
scant  observations  obtained  when  ehlorotics  have  perished  from  an  intercur- 
rent disease,  and  in  these  cases  we  are  compel hxi  to  decide  which  among  the 
organic  changes  are  to  l>e  referred  to  chlorosis  and  which  are  to  be  attributed 
to  the  a  fleet  ion  causing  the  fatal  issue. 

In  these  cases,  chanfjejs  in  the  hematopoietic  appandiL^  of  chlorolics.  that 
w,  in  ike  marrow  of  the  long^  tubular  bones,  which  might  he  held  responsible 
for  the  origin  of  tlie  blood  changes,  are  as  yet  not  understood.  The  author 
himself  examined  tboroiighly  the  tibia?  of  two  clilorotic  girls,  and  was  unable 
lo  find  any  disease  changes,  macroseopically  or  microscopically,  in  the  distri- 
butioti  of  the  red  and  fat  nmrrows. 

Best  known  are  the  changes  in  the  drculatory  apparatus,  presented  by 
Y  ire  how  as  the  una  torn  iail  foundation  of  vhhrosis^  and  which  for  a  long 
time  were  interpreted  in  this  sense  by  clinicians.  According  to  Virchow,  we 
are  dealing  in  these  cases  with  a  defective  development  of  the  heart  and  of 
the  large  arterial  vesjiels,  with  a  hfjpophma  or  dwarfed  sitite  in  which  the 
changes  in  the  vessels  become  manifest  by  abnormal  narrowing,  thinness,  and 
elasticity  of  tlie  arteries^  and  also  by  irregular  ramifications  of  the  vessels. 

This  hypoplasia  of  the  heart  and  vascular  system,  as  Virchow  teaches, 
favors  the  assumption  of  a  predisposition,  either  congenital  or  acquired  in  early 
youth,  which,  as  a  rule,  causes  actual  disturbances  having  pathological  im- 
portance only  at  pubcrtv,  and  that  chhroitis  it^self^  though  in  rumble,  maijf  htf 
proper  treatment ^  pariicularlif  htj  dietetic  measures,  be  kept  in  a  state  of 
latency, 

The^se  hypoplasias  of  the  heart  and  %"alvular  system  subsequently  became 
matters  of  great  importance,  and  the  narrow,  thin-walled  and  enormously 
elastic  aorta  has  brietly  l)eeu  designated  "'aorta  ehlorotlea/-  without  at  all 
explaining  how  a  diminished  amount  of  hemoglobin  in  the  blood  can  result 
from  narrowness  of  the  vascular  system,  secondly,  why  the  chlorotic  symp- 
tom-complex cun  in  many  cases  be  so  readily  and  permanently  overcome,  and, 
finally,  the  important  question  why  men  who,  according  to  Virchow,  also 
fre(|uently  sutler  from  hypoplasia  of  the  heart  and  of  the  arteries,  are  so 
rarehj  attacked  hg  chlorosvi.  In  regard  to  this  latter  point  particularly,  i.e., 
the  rare  occurrence  of  chlorosis  in  men,  it  is  remarkable  that  Yirehow  disre- 
garded this  in  his  hypothesis,  in  spite  of  frajuent  anatomically  recognizable 
changes  in  tlie  vascular  system. 

As  a  matter  of  fact,  in  many  ehlorotics,  h^-poplasia  of  the  heart  and  of 
the  vessels  certainly  plays  an  important  role,  hut  only  in  so  far  as  it  represents 
an  irreparable  and,  then^fore,  rt^rjf  utt favorable  complication  of  chlorosis:  for 
in  this  condition  we  are  dealing  with  a  faulty  stnicture  of  the  vascular  system 
which  is  acquired  in  early  youth,  which  cannot  of  itself  lead  to  chlorotic 
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blood  changes,  i.  e.,  decrease  in  the  amount  of  hemoglobin,  but  which  in  all 
likelihood  brings  with  it  another  pathological  condition  of  the  blood  which 
we  must  designate  as  oligcemia  vera,  i.  e.,  a  decrease  in  the  total  mass  of 
the  blood. 

Such  persons  with  lessened  capacity  of  the  heart  and  of  the  vessels  and 
probably  of  a  lessened  total  quantity  of  blood,  may,  provided  they  do  not 
over-exert  themselves,  appear  to  be  quite  healthy;  and,  as  a  matter  of  fact, 
we  are  very  frequently  surprised  to  find  this  state  of  affairs  in  a  well  developed 
form  at  the  autopsy  of  persons  in  whom  we  could  not  suspect  an  anomaly  of 
the  vascular  system. 

In  itself  it  is  quite  unlikely  that  hypoplasia  of  the  vascular  system  is  capa- 
ble of  producing  chlorosis.  It  can  at  most  be  looked  upon  as  a  predisposing 
factor;  aside  from  this  it  certainly  plays  an  important  role  in  those  chlorotics 
who  show  an  abnormal  tendency  to  relapses,  characterized  by  very  slight 
inclination  to  improvement,  so  that  such  cases  have  also  been  designated  as 
"  habitual "  and  "  persistent  "  chlorosis. 

At  the  present  time  it  may  be  maintained  with  certainty,  that  the  severe 
anatomical  changes  of  the  vascular  system  are  not  characteristic,  nor  are  they 
even  the  specific  anatomical  foundation  of  chlorosis.  In  our  further  discus- 
sion, we  shall  have  to  consider  their  effect  as  factors  in  prognosis  and  treat- 
ment. 

Similar  hypoplastic  changes  have  also  been  found  in  the  genital  organs, 
and  these  changes  have  also  been  considered  to  bear  a  causal  relation  to 
chlorosis.  Yet  here  we  may  hold  the  same  view  as  in  the  hypoplasia  of  the 
vascular  system,  that  these  anomalies  are  to  be  looked  upon  only  as  predis- 
posing factors,  and  that  they  cannot  be  regarded  as  an  explanation  of  the 
entire  symptom-complex,  especially  of  the  blood  changes. 

All  other  changes,  such  as  degeneration  of  the  heart  muscle,  parenchyma- 
tous inflammation  of  the  kidneys,  and  other  anatomical  alterations,  are  to  be 
considered  as  secondary.  Hence  it  must  be  admitted  that  at  the  present  time 
a  definite  anatomical  cause  of  this  disease  is  absolutely  unknown. 

FREQUENCY   OF  CHLOROSIS  WITH   REGARD  TO 
SEX,   AGE   AND   LOCALITY 

It  has  been  noticed  for  many  years  that  chlorosis  affects  preferably  the 
female  sr,r.  'riicre  are,  however,  undoiil)te(lly  cases  of  genuine  chlorosis  in 
young  mm,  ail  tiie  symptoms  of  the  disease  most  distinctly  presenting  them- 
selves, in  till'  i)lood  as  well  as  in  the  other  organs.  As  Wunderlich  has 
observed,  the  symptom-complex  is  note<l  usually  in  young  men  of  poor 
physicjiK*  and  of  sedentary  occupation — tailor-apprentices,  ofliee  clerks,  ete. 
[See  Editorial  Xote  II  on  p.  320. — Ed.]  We  do  not  as  yet  know  whether  or 
not  the  ai>ove  mentioned  changes  in  the  lieart  and  vascular  system  are  already 
existent  in  these  eases  and  pn^dispose  to  the  outi>roak  of  th(»  disease. 

The  age  at  which  chlorosis  appears  in  the  great  majority  of  cases  is  that 
of  puberty,  from  the  twelfth  or  fourteenth  year  to  the  twentieth.  [From 
eighteen  to  twenty-three  is,  in  my  experience,  the  period  in  which  the  great 
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majority  of  cases  occur.  Immediately  after  tlie  estalrlisbinent  of  moostrimtion 
chlorosis  is  rare.  An  interral  of  five,  or  even  ten,  years  often  foliows, — Ed,] 
The  disease  does  appear,  however,  in  young  children,  or,  on  the  other  hand, 
and  this  is  not  infrequent,  may  orcur  in  the  twenties;  after  the  thirtieth  year 
chlorosis  is  excwdin^dy  rare,  either  as  a  primary  or  recurrent  ii thick. 

Concerning  the  const ilittion  it  may  he  said  that  yonntif,  delicately  hnilt 
girls,  weak  in  muscle,  but  comparatively  fat,  are  most  likely  to  be  atTected 
with  chlorosis;  on  the  other  hand,  the  robust  constitution  of  a  girl  raised  in 
the  country,  for  instance,  a  servant,  offers  no  protection  against  the  appear- 
ance of  this  disease.  It  must  be  confessed,  liowever,  that  when  chlorosis 
appears  in  girls  of  the  latter  type,  as  a  rule  it  is  milder,  and  can  be  remedied 
smmer  and  more  surely  than  in  those  with  a  delicate  constitution. 

Wliether  chlorosis  occurs  more  oftrn  in  (eridin  hjcaUfirs  than  in  others 
is  ditlii'ult  to  determine,  for  it  is  almost  impossible  to  obtain  positive  .*^tatistics 
of  this  disease,  and  especially  because  many  physicians  include  under  the 
name  of  chlorosis  all  varieties  of  anemia  in  young  girls.  It  is  certain  at  any 
rat©  that  the  disease  is  more  frequent  in  large  cities  than  in  the  country. 

PREDISPOSING  IlfFLUENCES 

Many  factors  may  be  looked  upon  as  predinprmng  cames  of  chlorasis^  and 
a  knowtedge  of  these  is  of  the  utmost  irnpf>rtance  for  the  thorough  compre- 
hension of  the  entire  picture  of  the  disease  on  the  one  hand,  as  well  as  for 
the  treatment  on  the  other  hand. 

Tfiese  deleterious  priMlisposing  influences  are  to  be  found,  first,  in  the 
domain  of  [frufral  hiff/i('nt\  and,  secondly,  among  certain  argntiir  diseases. 

In  tlie  first  group,  i.  e.,  the  hygienic  influences,  we  must  include  errors 
in  phtjsival  ami  mndal  iraininfj,  which,  especially  among  the  higher  classes, 
arc  of  great  social  importance. 

Here,  to  cite  a  very  fref|uent  error,  wo  observe  a  negb^t  of  the  physical 
development  of  growing  girls  as  corn  pa  red  with  that  of  boys.  Out  of  regard 
for  tlieir  dress,  they  are  not  permitted  to  romp  freely,  hut  are  taken  out  to 
walk  tjy  the  side  of  a  governess;  they  are  not  suthcienlly  in  the  fresh  air,  and 
have  no  opportunity  of  enjoying  a  rapid,  powerful  and  invigorating  exercise 
of  the  muscles. 

When  we  consider  the  view  of  Yirchow,  previously' referred  to,  that  hypo- 
plasia of  the  heart  and  of  the  vascular  system  is  partially  acquired  in  intra- 
uterine life  but  is  specially  developetl  in  extra-uterine  existence,  the  thought 
involuntarily  arises  that,  in  mtinff  cgm's,  f/iw  larh  of  drppJopment  of  the  hfart 
and  rpssels  moy  be  due  to  the  fart  that  the  norma!  stimulus  for  snch  a  develop- 
ment  of  the  vasmlar  Sijsiem  n.^  h  nnqnestionahhj  ttfeessarff  for  free  moverneni 
of  the  muscle  mosses  in  (he  Hmhs  and  irvnk  lv  in  these  children  not  sufficienfh/ 
active,  and  that  this  faulty  develo]>ment  of  tlie  circulatory  apparatus  may, 
perhaps,  be  considered  a  form  of  inorfiviiif  hfjp(fp!asia,  [If  this  lie  true,  the 
apparent  diminution  in  the  number  of  cases  of  chlorosis  presenting  thernselvea 
at  our  clinics  might  be  explained  by  the  more  active  habits  of  life  which  are 
certainly  prevalent  in  America  in  the  present  dc^ade,^ — En.] 
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As  already  remarked,  although  the  whole  complex  of  symptoms  in  chlorosis 
cannot  be  explained  by  these  anatomical  changes,  yet  they  surely  form  pre- 
disposing factors,  and  moreover,  as  we  shall  observe  later,  chlorosis  is  undoubt- 
edly more  severe  in  these  abnormally  organized  girls  than  in  those  with  a 
normal  circulatory  system. 

Still  more  injurious  is  the  pernicious  habit  of  allowing  young  girls  to  wear 
tightly  laced  corsets  which  compress  the  lower  parts  of  the  thorax,  hinder 
respiration  and  the  circulation  of  the  blood,  and  unquestionably,  besides  pro- 
ducing the  well-kno\\Ti  changes  in  the  liver,  lead  to  alteration  of  position, 
and  prevent  the  motility,  of  the  stomach.  [That  tight  lacing  has  any  definite 
relation  to  chlorosis  is,  I  think,  quite  unproved,  though  many  writers  refer 
to  it.— Ed.] 

Other  injurious  causes  are  to  be  found  in  the  nutrition;  these  consist  of 
disturbances  of  digestion  with  a  loss  of  appetite  for  wholesome  food;  instead 
of  nourishing  the  young  girl  with  milk  and  other  easily  digested  and  nutri- 
tious food,  she  is  allowed  to  feed  upon  dainties. 

Among  the  lower  classes,  unhygienic  conditions  of  living  are  frequently 
at  fault;  growing  up  in  damp,  badly  ventilated  rooms  into  which  the  rays 
of  the  sun  rarely  penetrate,  eating  insufficiently  and  of  indigestible  food,  are 
conditions  potent  as  predisposing  causes  of  chlorosis.  [It  has  still  to  be 
shown,  I  think,  that  bad  hygiene  can  or  does  produce  any  type  of  anemia. 
It  is  natural  to  expect  that  anemia  would  result  from  such  conditions,  but  I 
have  never  seen  any  good  reason  to  believe  that  it  does. — Ed.] 

In  all  classes,  premature  indulgence  in  alcohol  must  be  considered;  this  is 
often  permitted  children  through  mistaken  dietetic  principles,  but  conduces 
to  the  undermining  of  the  health  at  an  early  age. 

To  these  faults  in  training  psychical  factors  are  added,  such  as  the  prema- 
ture awakening  of  setisuality  by  exciting  literature,  exaggerated  novels  and 
the  like,  from  which  ideas  of  love  develop  entirely  too  early  and,  in  many 
cases,  not  only  exert  an  unwholesome  influence  upon  the  psychical  nature, 
but  upon  the  whole  physical  condition. 

A  peculiar  predisposition  favoring  the  development  of  chlorosis  may  be 
observed  daily  in  the  life  of  a  large  city.  This  is  manife-Jted  in  young  servant 
girls,  who,  as  a  rule  to-day,  come  from  the  country  or  from  small  towns  to 
the  large  cities  in  cjuest  of  higher  wages,  and  often,  after  a  brief  residence, 
suffer  from  woll-doveloped  chlorosis.  This  contingent  of  young  girls  forms 
a  large  proportion  of  our  hospital  patients,  and  it  is  interesting  to  inquire 
into  their  history.  Usually  we  find  that  these  girls,  on  the  average  from 
eighteen  to  twenty-two  years  of  age.  were  while  at  home  always  well,  strong, 
and  al>]e  to  work,  as  may  also  he  inferred  from  tlieir  "service  hooks."  After 
arri^al  in  tli(»  large  city,  a  very  brief  period  sometimes  elapses  before  they 
become  ill  and  show  the  fully  developed  syinptom-eoniplex  of  chlorosis. 

The  aufjior  lias  taken  special  interest  in  these  eas(»s,  and  after  careful 
investigation  has  found  that  two  to  four  wrrks  are  offrn  suffiricnt  to  transform 
a  healthy  and  ndntsf-htol-iug  girl  into  a  pafirnt  with  pronounced  symptoms 
of  chlorosis.  It  is  wr)rthy  of  note  that  these  patients  manifest  no  anomalies 
of  the  stomach  or  intestines  except,  perhaps,  transitory  constipation,  nor  any 
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disturbances  of  the  sexual  funetions,  a  point  which  ia  imp)rtant  for  the  com- 
prehension of  the  entire  process. 

As  factors  which  favor  the  outbreak  of  the  affection  we  may  meat  ion 
the  changes  in  (he  food  and  in  the  mode  of  life,  partieularly  the  lale  ffointj 
to  bed  and  the  hard  work  (tlie  eliiribiiig  of  many  tli^hts  of  stairs).  Other 
causes  wliieh  phiy  an  important  role  are  the  hurn/  of  lift\  psvehieal  exallation, 
especially  nostalgia,  and  finally  reduced  consumplion  of  fnsh  air. 

Certainly,  it  is  undeniahle  thai  the  mere  removal  of  a  previoushj  perfectly 
health  y  tjoung  girt  from  the  countrtf  to  a  large  dtff  is  stifficient  to  prod  are  the 
entire  si^mpfom-comph'x  of  chJfirosis,  and  that  the  same  girl,  if  i^ent  Imck  to 
her  former  country  home,  ^\ill  lose  every  trace  of  the  disease;  for  this  reason 
the  author  sut^gests  the  name  '*  cifij  ehlorosis '"  for  this  variety  of  the  atTection, 

Besides  these  factors,  organic  di^seases  may  lead  to  the  development  of 
chlorosii*.  As  an  instance,  we  may  mention  *"  ga.'^troplosi.^''  with  the  digestive 
disturbances  that  aceompany  it.  Meinert,  especially,  has  called  the  attention 
of  the  profession  to  its  frequent  presence  in  chlorosis. 

Mensfrual  abnormalities^  too,  fiarticuiarly  profuse  menstruation,  certainly 
predispose  to  clilorosis^  as  also  prohalily  does  an  attack  of  an  acute  infectious 
disease. 

Reviewing  at  a  glanco  all  these  predisposing  factors,  beginning  with  the 
anatomiral  changes  of  the  circniatory  apparafus,  then  the  unhifgietiic  inftU' 
ences,  and,  finally,  acluaj  organic  diseases^  it  is  at  once  apparent  that  there 
exists  no  specific  factor  nor  one  siugie  factor  which  is  fotJnd  as  the  cause  in 
all  cases,  but,  on  the  contrary,  taking  into  consideration  the  great  variety  of 
predisposing  causes,  we  have  reason  to  believe  that  the  points  of  minor  resist- 
ance that  favor  tlie  outbreak  of  this  peculiar  disease  are  manifold.  Tlie 
question  arises  which,  in  this  large  number  of  diversified  and  detrimental 
inflaenceSy  is  the  connecting  link  that  may  satis faetorllg  explain  the  genesis 
and  ike  true  nature  of  the  disease. 

THE  GENESIS  OF  CHLOROSIS 

The  view^s  that  have  been  expressed  with  regard  to  the  development  and 
the  tiiie  nature  of  this  disease  vary  greatly*  First,  the  theory  is  to  be  consid- 
ered which  treats  of  chlorosis  as  an  essential  blood  disease^  in  which  all 
organic  changes  or  symptoms  on  the  part  of  the  organs  are  of  a  secondary 
nature,  and  the  blood  itself  is  the  primary  seat  of  the  disease.  This  view 
is  no  longer  tenable  on  account  of  the  numerous  and  exact  blood  examina- 
tions that  liave  Ijcen  made  in  tlie  last  few  decades,  the  residts  of  ufiieh  have 
been  mentioned  above.  According  to  our  present  knowledge,  a  specific  dis- 
ease of  the  blood  must  of  necessify  be  combined  with  changes  of  the  blood 
celts,  and,  as  we  have  noted,  there  is  absolutely  no  support  for  this  view,  since 
the  principal  and  most  important  morphtdogical  changes  consist  in  a  decrease 
of  the  hemoglobin  of  the  bhiod'Corpuscles,  while  degenerative  changes,  as  well 
as  characteristic  pathological  changes  of  the  leukocytes,  are  entirely  absent. 

The  absence  of  pathological  changes  of  the  hone-marrou\  as  we  have  al- 
ready stated,  is  against  the  view  ol  a  substantive  blood  disease,  and  another 
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point  must  be  particularly  emphasized  to  which  Becquerel  and  Rodier,  the 
celebrated  investigators  in  the  realm  of  hematology,  called  attention  about  the 
middle  of  the  last  century,  namely,  that  the  changes  in  the  blood  of  chlorotics 
do  not  correspond  with  the  severity  of  the  clinical  picture;  on  the  contrary, 
particularly  at  the  onset  of  the  disease,  when  all  of  the  other  symptoms  are 
conspicuously  developed,  the  blood  changes  are  comparatively  slight,  and  only 
increase  upon  prolongation  of  the  malady.  This  late  deterioration  of  the 
blood,  according  to  our  present  knowledge,  must  be  referred  partly  to  an 
insufficient  ingestion  of  food,  in  some  cases  also  to  accompanying  symptoms; 
for  example,  to  profuse  menses,  sometimes  perhaps  to  autointoxication  from 
the  intestines.  Therefore,  the  assumption  that  in  chlorosis  the  blood  itself' 
is  the  tissue  primarily  diseased  cannot  be  maintained. 

The  development  of  chlorosis  has  been  also  attributed  to  disturbances  in 
the  sexual  functions;  for,  as  previously  remarked,  too  slight  or  too  profuse 
menses  are  observed  in  most  cases  of  chlorosis,  and  Trousseau  actually  refers 
to  menorrhagic  chlorosis. 

Anatomical  anomalies  of  the  sexual  organs,  which  not  infrequently  appear 
as  hypoplasia  of  these  organs,  have,  as  we  foimd  to  be  the  case  in  the  circula- 
tory apparatus,  been  looked  upon  as  responsible  for  the  development  of  the 
disease.  Nevertheless,  these  changes  cannot  all  be  looked  upon  as  special 
causes  of  chlorosis,  but,  at  most,  in  many  cases  as  predisposing  causes.  In 
the  majority  of  instances,  however,  they  are  certainly  secondary  conditions 
in  the  chlorotic  pathological  picture. 

That  these  anomalies  have  no  general  importance  in  the  genesis  of  chlorosis 
may  be  seen  clearly  from  the  fact  that  in  numerous  chlorotics  neither  abnor- 
malities nor  functional  anomalies  of  the  sexual  organs  can,  at  any  period  of 
the  disease,  be  discovered. 

In  accordance  with  modem  pathological  views,  an  attempt  has  lately  been 
made  to  attribute  to  the  sexual  organs  the  development  of  chlorosis  in  another 
sense.  It  has  been  assumed  that  from  these  organs  (as  we  know  positively  in 
the  case  of  the  thyreoid  gland)  besides  their  well-known  specific  function, 
still  another  internal  secretory  activity  proceeds,  by  means  of  which  materials 
reach  the  circulation,  and  that  this  activity  bears  a  certain  relation  to  the 
hematopoietic  function. 

This  view  is  based  mainly  upon  the  fact  that  chlorosis  is  prone  to  appear 
in  that  period  of  life  in  which  the  sexual  organs  mature.  Yet  it  is  indicative 
of  the  uncertainty  of  these  views  that,  while  v.  Noorden  assumes  that  there  is 
an  absence  of  the  internal  secretion  in  chlnrofics,  and  that  as  the  result  of 
this  the  material  reaching  the  blood  is  insufficient  to  stimulate  blood  forma- 
tion, in  opposition  to  this  Lloyd  Jones  holds  the  opinion  tliat  at  the  time  of 
sexual  maturity  internal  secretions  enter  the  hlood  in  suprr/luous  amounts, 
and  in  some  C()mj)lieated  manner  bring  about  its  chlorotic  composition. 

These  modern  views  according  to  which  chlorosis  is  attributed  to  the  hypo- 
thetical functional  disturl)ances  of  the  generative  organs  a])pear  to  me  as 
untenable  as  the  earlier  ones  which  were  based  upon  anatomic  and  well-known 
functional  disturbances.  I  believe  these  views  of  chlorosis  to  he  just  as  partial 
as  those  concerning  hysteria,  in  which  the  name  at  once  shows  that  the  origin 
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of  this  disease  wiis  fnniuTly  siipposeti  to  he  in  the  uterine  sjthere^  although 
there  can  be  uo  duubt  lliut  in  this  morbiil  state  niimv  hystoritul  women  liave 
perfectly  normal  t^exuul  orgtms  and  funetion^s,  so  that  today  no  physician 
tieriously  refer;?  the  syinptora-complex  of  hysteria  to  the  uterus. 

Anothei*  opinion  wlueh  was  linuly  maintained  Uy  dark  and  Notlmagel  is 
that  in  elihiroties,  wlio  uhiiost  invarijihly  suffer  hmn  constipation,  tlu  re  is  an 
dbnormtii  proci\<s  of  drcompoiiiiion  in  ihf  iniestincs,  and  from  the  resorption 
of  products  of  this  the  dt&ease  originatei^. 

This  theory  of  aiitointoxieiition,  however,  cannot  be  considered  to  explain 
the  entire  pathological  ]>ieture:  indt^ed  it  may  be  eontidently  asserted  that 
many  ehloroties  never  ^iiilTer  from  constipation — neither  t>efore  nor  after  the 
onset  of  the  disease.  Nevertlieles,s,  1  am  under  the  imj^ression  that  in  some 
cases  of  chlorosis,  auioinioximiwn  from  the  inifMines  maif  hat^e  an  auxiliarij 
delftrnouA  effcrt,  and  I  believe  that  various  degenerative  signs  in  ttie  erythro- 
cytes which  do  no|  ei^nform  to  the  onlinary  hlood-picture  of  cldorosis  may 
often  he  attril»ntfH:l  to  these  auxiliary  causes. 

Another  theory  as  to  the  etiology  of  chlorosis  has  been  proposcnl  by  ^feinert^ 
who,  as  has  l^iin  stated,  lavs  special  stress  it  pun  ilLsplactment  and  aiumj  of  the 
siomach :  this,  in  his  opinion,  develops  a  dragging  of  the  abdominjil  sympa- 
thetic, and  is  said  to  cause  iineniia,  that  is,  chlorosis. 

In  reviewing  these  theories,  of  which  I  have  indicated  only  the  most  impor- 
tant, it  may  1k^  noted  that  they  are  alike  unsatisfactory  from  the  circumstance 
that  they  do  not  conform  to  a  uniform  principle,  active  and  pathologic  in  all 
cases,  buL  on  the  vontmrfi,  of  all  of  ihem  it  mny  be  said  thai  the  anatomical 
or  fanctional  changes  con^iidered  to  be  camative  are  in  mamj  ca^es  cerlainhj 
not  present. 

When  we  consider  the  characteristic  symptoms  which  distinguish  chlorosis 
from  other  simple  eondition^^  and  reflect  that  .snch  stfmptorns  ran  hp  produced 
by  the  nervom  Jiystem  exclusively ^  and  remenit>er,  on  the  other  hand,  the  pecul- 
iar  hlood  finding  which  shows  a  ronspicuna^  arrnmnJation  of  plasma  in  the 
blood  and  a  decrease  of  hemofjiohin  in  the  cell<  wUhont  a  dlminnfion  in  the 
number  of  the  ceUA,  the  conviction  forces  itself  npfui  us  fktit  the  characteristic 
changes  found  in  this  form  of  anemia  mitst  he  referred  to  the  nervous  st/stem. 

In  my  opinion  chlorosis  depends  more  upon  anomalies  in  the  hfmph- 
formafion  than  in  the  blood-formation;  abnormal  amounts  of  iluid  accumulate 
in  the  tissues  as  well  as  in  the  eh  1  orotic  fjhwd,  as  was  show^i  in  the  description 
of  the  symptom atolog}%  and  in  chlorosis  it  appears  as  though  the  blood-vessels 
were  distnrhed  in  their  function,  and  the  systematic  exchange  of  fluid  hetween 
blood  ancl  tissue  altered  :  thus  accumulations  of  fluid  arise  which,  because  of 
disturlied  secretory  activity,  are  not  excreted  in  sufficient  amount,  and  in  conse- 
<:inenec  lead  to  stasis  of  the  lymph. 

These  disturbances  in  the  circulation  of  the  hlood  and  lymph  are,  in  my 
opinion,  to  he  referred  to  anomalies  in  fanrfion  of  the  vasomotor  nerves,  to 
which  also  we  may  refer  the  |>alIor  and  l>!ushing  that  in  ehlorotics  appear  and 
disapj»ear  so  rapidly.  Alinorruah'ties  in  the  exchange  of  fluid  bctwtN?n  the 
blood  and  the  tissues  of  the  body  are  especially  dependent  npon  pathological 
functioning  of  the  vasomotor  nervous  system^  as  my  former  investigations 
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have  taught  me.  I  believe,  therefore,  that  in  thig  direction,  t.  o.,  in 
neuroms  of  the  va^io motors,  we  tiiut<t  j^earch  for  the  explatmtioo  of  the  peculiar 
blood  findings  of  chlorosis,  for  hereby  the  polyphisriiia  of  the?  blood  and  of 
the  tissues  iimy  readily  be  explaiiieti,  and  it  is  also  perfectly  comprehensible 
that  from  a  general  accumulation  of  fluid  in  the  tissues,  particularly  in  the 
bone-marrow,  the  supply  of  hemoglobin  to  the  erythrocytes  should  Ijc  deficient, 

Chlorof^is^  therefore,  I  condder  to  he  a  nefirfmjt,  which  appears  in  young 
adolescents^  not  exchmvely,  but  ttsuaJly,  in  girls  and  women;  its  development 
being  favored  by  various  prect^ing,  predisposing  causes.  The  anemic  compo^ 
sition  of  the  blood  is  sirapftf  one  stfraptont  of  this  fieurosi.'i^  even  though  it  is 
the  most  invariable  nud  most  prominent  symptom.  The  origin  of  the  anemia 
may  be  also  referred  lo  a  faulty  function  of  the  nerves,  as  also  are  all  other 
nervous  symptoms  which  characterize  chlorosis. 

The  symptonmtnlog\%  as  well  as  the  views  regarding  the  etiologic  factors, 
and  also  the  therapeulic  results  which  are  to  be  later  deserilied,  in  my  judg- 
menf  exclude  a  specific  organic  disease  of  the  blood,  as  welt  as  the  idea  of  an 
anemia  dependent  on  the  formerly  mentioned  functional  and  anatomical 
anomalies;  on  the  contrary,  I  lielieve  chlorosis  to  be  a  link  in  a  chain  of  neu- 
roses particularly  [nevalent  iti  femalas,  and  to  represent  a  peculiur  form  of  the 
general  hi/steric  symptom-coin  pie  j^, 

DIAGNOSIS 

Tn  regard  to  the  diagnosis  of  chlorosis,  it  must  first  he  emphasized  that 
the  blood  finding  alone  is  not  decisive  in  the  recognition  of  chlorosis,  as  the 
blood  condition  above  described  occurs  not  only  in  chlorosis,  but  is  occasion- 
al Iv  found  in  other  anemias,  and  therefore  cannot  be  looked  upon  as  typical 
or  pathognorijonic.  In  this  disease,  as  well  as  in  other  anemias,  the  i*lood 
fi^nding  may  lie  utilized  to  confirm  the  diagnosis  afhir  a  previous  general  ex- 
amination of  the  organs,  but,  on  the  other  luind,  the  diagnosis  cannot  be  made 
from  the  blood  condition  and  the  organic  changes  be,  then  made  to  conform  to 
this  finding. 

Tbe  diagnosis  in  well -developed  cases  may  be  readily  made  when  the  dis* 
ease  occurs  in  young,  pufiTy  booking  girls,  with  a  yellowish -green  color  of  the 
skin,  w^ho  present  tbe  uumifold  syrufrtoms  and  anomalies  on  tbe  part  of  vari- 
ous organs  which  bave  iH'cn  deserilied.  There  are,  however,  some  difiicnltiea 
here  wliicli  not  infrequently  lead  to  error,  and  are  therefore  of  importance  in  M 
practice,  ■ 

It  mu^t  he  emphatically  pointed  out  that  it  is  a  miMal-e  to  make  a  dhgnosut 
of  chlorosis^  withonf  fitrihpr  considerafion,  ichen  tfonng  girls  shotting  general 
pallor  rome  under  trratmertt ;  on  the  contrary,  this  peculiar  disease  must  lie 
distinguished  from  the  usual  forms  of  anemia,  and  here  we  may  consider  par- 
ticularly the  anemia  which  is  the  result  of  internal  hemorrhages,  for  example, 
from  the  menses,  or  hemorrhage  due  to  gastric  ulcer  wbicb,  under  some  cir- 
cumstances, may  prcMluee  even  more  serious  changes  in  tbe  composition  of  the 
blood  than  chlorosis,  Imt  which,  for  obvious  reasons,  and  chiefly  from  a  thera- 
peutic standpoint,  must  be  differentiated  from  chlorosis. 
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The  local  examination  of  the  genital  organs  in  the  one  ease,  or  of  the 
stomaih,  the  vomits  the  feces,  ete.,  in  the  (tther,  will  guard  us  from  error. 
But  even  before  these  points  are  decided,  chlorosis  may  usually  he  distin- 
guislied  from  simple  anemias  by  the  great  nuraher  of  pre-eminently  nervous 
and  circulatory  disturbance's  which  distinctly  separate  the  one  clinical  picture 
from  the  other. 

There  are  other  organic  diseases  which  often  occur  insidiously  in  young 
girls  and  lead  to  anemia,  so  that  difliculty  in  diagnovsis  may  arise,  especially  in 
family  practice  where  ihe  aids  to  diagnosis  are  not  so  easily  obtained  as  in  the 
liospitah  afKl  where  crmrs  may  movo  readily  he  mnde. 

In  the  first  phuv  1  slial!  nnme  palmottarff  {nhrrfuhms,  which,  ut  tlie  onset, 
often  causes  but  slight  hx"al  disturl>ances,  perhaps  only  a  trilling  cough  of 
which  hut  little  notice  is  taken.  Nevertheless,  the  affection  in  these  early 
stages  gives  rise  to  a  distinct  anemia,  fit  is  important,  however,  alst^ 
to  recognize  that  intense  pallor  without  any  demonstrable  anemia  is  very 
prone  to  occnr  in  tulnTculosis. — Vak]  And  it  Ijecomes  an  inii>erative  duly 
most  carefully  to  examine  the  lungs,  es]>ecially  at  Ihe  apices,  in  any  doubt- 
ful case. 

Another  organic  alfection,  wldch  in  practice  frequently  resembles  chloro- 
sis, IB  rhronic  nrphrlUs;  Ihis  is  prone  to  appear  at  puberty  in  those  who,  as 
children,  have  passed  through  an  infectious  dis43ase  and  recovered,  especially 
scarlatina  which  was  lattT  followed  hy  a  sequel — renal  inflammation — the  lat- 
ter, liowever,  not  having  been  entirely  eurnl  Imt,  on  the  contrary,  continuing 
to  alfect  the  patient  in  later  Hfe,  although  not  infrerpiently  the  distinct  signs, 
particularly  edema,  appear  first  during  puberty.  It  is  therefore  absolutely 
necessary  in  doubtful  cases  to  make  a  careful  examination  of  the  urine,  both 
chemically  and  microscopically. 

COURSE   OF  THE   DISEASE 

The  course  of  the  diseuse  in  individual  cases  shows  great  variation,  and 
from  tlie  earliest  periods  cases  of  chlorosis  have  Ijccu  observed  in  which  there 
was  j>rompt  iruprovement,  whereas  others  manifested  a  tendency  to  relapses, 
and  others  again  were  so  stubborn  as  to  appear  incurable  in  spite  of  any  form 
of  therapy. 

Therefore,  various  forms  of  chlorosis  have  been  differentiated,  such  as 
•* /mw.v/7(jn/;''  '^^  rdapsing,^-  and  '*  hdhitmi!,''  These*  variations  in  tlio  form  of 
the  disease  can  rarely  he  recognized  at  the  onset.  The  course  is  also  dependent 
on  a  variety  of  factors  so  tliat  these  forms  can  only  be  differentialed  from  one 
another  after  prolonged  observation.  The  most  common  form  is  unquestion- 
ably  the  benign  and  transitory,  in  which  all  of  the  symptoms  and  the  blood 
condition  are  relieved  in  the  course  of  a  few  weeks. 

The  main  contingent  of  this  group  is  of  course  made  up  of  girls  and  women 
of  strong  constitution,  who,  before  the  development  of  chlorosis,  were  com- 
paratively well  and  active.  The  favoral>le  progress  of  tlie  disease,  as  will  he 
more  minutely  demonstrated  in  the  therapy,  is  due  partly  to  the  fact  that  the 
patient  is  removed  from  her  usual  surroundings,  and  is  treated  under  condi* 
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tioBs  which  havt;  a  beneficial  inOueiice  upon  nielabolisni  in  general  and  upon 
the  nervous  syi^tein. 

The  cases  which  run  an  nnfrivorahle  ci)nr?=«,  particularly  those  forms  of 
the  nialaily  which  are  lookcil  upon  as  habit uaL  i.  e.,  ihn^Q  not  completely  dis- 
appearing, are  nnquei^tionably  often  camplicatcd  by  anatomical  abnormalities 
such  as  have  been  described ;  for  instance,  by  an  almormal  smallne^s  and  nar- 
rowness of  the  heart  and  vascular  systcni,  and,  probabl}^,  by  an  unfavorable 
predisposition  of  the  hematopoietic  apparatus,  and  a  dimitnition  in  the  amount 
of  blood.  In  these  cases  we  are  not  dealing  with  pure  chlorosis,  but  witb  a 
complicated  anemia  due  to  anatomical  and  ehlorotic  changes,  and  in  many 
of  these  instances  Virchow's  opinion  must  he  regarded  as  correct;  namely, 
that  the  ehlorotic  symptoms  nmy  lie  suppressed  by  suitable  therapy,  but  the 
disease  can  never  be  entirely  cured. 

It  is  important  to  note  that  these  very  persons  whose  vascular  sjfstem  is 
imperfecfhj  developed  offer  very  slight  resistance  to  other  morbific  and  dam- 
aging influences,  i.e.,  that  they  are  usually  prcdispostHl  to  catarrhal  afFectiona 
of  the  various  organs,  ami  that  they  are  more  subject  to  severe  acute  infectious 
diseases,  as,  for  example,  pneumonia,  etc.,  than  persons  with  a  normally  devel- 
oped vascular  system.  This  fact  explains  the  previously  mentioned  anatomical 
anomalies  found  at  the  autopsy  of  anemic  3'oung  girls. 

Quite  as  obstinate  as  these  niixid  forms  of  oligemia  and  chlorosis  due  to 
anatomical  changes  are  the  forms  of  the  afTection  in  early  youth  due  to  such 
errors  in  bringing  up  as  have  been  described — insufBeient  nutrition,  deficient 
stimulation  of  t!ie  circulation,  and  undue  irritation  of  the  nervous  system — 
so  that  these  children  from  their  earliust  years  luive  never,  in  fact,  bad  a  hale, 
hearty,  rosy-cheeked  appearance,  and  have  never  shown  the  normal  numtal  and 
physical  vigor  anil  sfirightliness  clmracteristic  of  a  well-developed  child  that 
has  received  proper  bringing  up  under  good  management. 

We  meet  such  girls  cbiefly  in  private  practice  among  the  lietter  classf^; 
almost  from  infancy  tlicy  are  markedly  languid,  at  scliool  they  are  less  capable 
of  application,  and  are  easily  fatigued;  on  the  other  hand,  as  they  grow,  they 
develop  a  special  liking  for  belles-lettres  or  for  books  which  excite  the  imagi- 
nation, and  show  but  slight  inclination  to  exert  their  physical  powers.  It  is 
therefore  quite  possible  that  in  these  girls,  on  account  of  insufficient  muscular 
exercise  and  stimulation,  an  undeveloped  condition  of  the  heart  and  vascular 
system  is  induced,  bo  that  in  some  of  them  pure  ehlorotic  symptoms  no  longer 
appear,  but  mixed  forms  of  genera!  anemia  (oligemia)  and  chlorosis. 

It  is  interesting  to  observe  these  girls  when  they  reach  puberty,  marry,  and 
attain  a  riper  maturity.  We  usually  find  that  the  ehlorotic  symptoms,  i.e., 
the  putly  appearance  and  ihe  numerous  irregularities  on  the  port  of  the  vari- 
ous organs,  especially  of  the  vascular  t^ystem,  disappear.  Nevcrihelefm,  these 
women  remain  pah%  are  infictivt%  easily  irritated^  and  form  a  large  proportion 
of  the  widelij  distritjuied  group  of  hysterics,  so  that,  upon  accurate  investiga- 
tion of  the  history  of  most  hysterics,  the  report  is  obtained  that  in  early  youth 
they  had  been  anemic. 

This  fact  bears  further  testimony,  in  my  opinion,  to  the  close  relationship 
of  chlorosis  and  hysteria.     ladeed^it  may  be  observc^l  in  various  realms  of 
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lioniatolof^^  that  di-^eases  of  llu*  l*lnoil  aiiil  of  the  nervous  system  present  many 
identical  etiol(»gir  fuetors,  and  fivunently  show  a  eertuin  piiralh;lisrn  in  their 
eourse. 

Finally,  the  fact  mnsi  i>e  Imrne  in  rninfl  that  in  many  eases  ehiorosis  appears 
as  a  h^n'dilffftj  vottdilion^  and  we  nniy  assume  that  hoth  the  debility  of  the 
neryons  system,  and  tlie  anatomieal  ineomplekniess  in  the  stnjetnre  of  the 
vaseular  sysfem  are  iidieril^nl.  Rnt  the  \iv\v  may  he  jnst  as  well  tnnintaineil 
that  errors  In  hrimjitig  up  which  favor  the  oufbrcfd'  of  chhjrosk  matf  he  iranS' 
mil  fed  from  the  mother  to  the  daughter  in  consefjitence  of  the  faulttj  manner 
of  life  in  some  families  jmt  as  a  disease  matf  he  transmiiied, 

PROGNOSIS 

The  prognosis  in  general  is  that  of  other  henign  diseases  wliieh  are  readily 
cnre^i,  and  consequently  it  may  in  general  he  regarded  as  favoral)h'  from  the 
onset.  It  is  especially  so  in  the  ease  of  those  girls  in  whom  tlie  symptoms  have 
appeared  suddenly »  and  who  |>reviausly  neither  were  anemie  nor  showed  other 
pathological  symplonis.  8neh  eases  occur  in  domestics  who  have  grown  up 
in  the  country  or  in  a  small  town,  ^fore  unfavorable  are  the  conditions  in 
girls  who  from  early  youth  have  shown  the  signs  of  anemia,  who  are  addicted 
to  all  the  previously  mentioned  errors  of  education  and  general  hygiene,  the 
importance  of  which  in  the  development  of  tlie  disease  tu\s  tieen  indicated 
almve.  Those  cases  are  douhtless  particularly  unfavorable  that  are  eomf)licated 
by  the  existence  of  anatomieal  anomalies  of  the  heart  and  vascular  system 
such  as  were  pointed  out.  Thest^  latter  young  girls,  in  conserjuence  of  their 
generally  le^seneti  [Kiwcr  of  resistance,  are  in  greater  danger  when  fnute  J»>- 
edses  surk  a,s  puhnonarif  inflam  ma  lions,  influenza,  enleric  fever,  etc.,  appear 
intercurrenUy. 

TREATMENT 

CbloroBis  is  generally  amenat>!e  to  treatment,  but  from  the  onset  we  must 
bear  in  mind  the  factors  which  favor  the  develojmient  of  the  disease,  and  as 
every  rational  treatment  must  ijcgln  by  an  attempt  to  remove  the  cause  of  the 
malady,  or  at  least  its  predisfMising  elenumts,  it  l>eeomes  the  duJy  of  the  physi- 
cian to  inj  to  discover  in  the  individual  case  what  causes  hare  favored  the 
deveiopment  of  rhtorosis,  a  point  that  is  of  ]>araniount  imfMU'tanee  in  family 
practice,  where  the  error  must  he  sought  in  the  general  mode  of  life  of  the 
family  and  particularly  in  the  bringing  up  of  young  girls.  This  is  often  a 
difficult  and  delicate  tasjc,  and  requires  great  tact  and  judgment  on  the  part 
of  the  physician. 

Particularly  for  this  reason,  i*  e.,  because  the  development  of  the  disw^a^e 
is  favored  by  the  injudicious  manner  of  lift^  and  habits  of  the  family,  it  is 
wdse  in  many  cases  to  re  more  the  patient  from  her  usual  sarronndintjs  and 
place  her  in  a  suitahle  sanatorium,  preferably  in  a  smtahle  health  resort:  in 
many  cases  the  results  will  prove  that  stubborn  eases  of  chlorosis  that  have 
resisteil  all  the  therapeutic  etforts  of  home  practice  are  speedily  cure<l  on 
removal  from  their  former  surroundings.     It  may  bo  maintainwi  with  eer- 
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tainty  to-tlay  thai  there  i'^  no  sped  fir  in  the  ireatmeni  of  chlorofih,  and  that 
even  iron,  which  Felix  XicMivever  dw^larod  in  his  time  to  be  a  spet  ifie,  cannot 
be  looked  upiin  as  ^iieli  nor  infallible. 

On  the  contrary,  experience  proves  that  some  ctdoroties,  who  have  shown 
no  appreeial>Ic  improvement  under  a  plentiful  iron  treatment  Ueeause  their 
general  tivfjienic  surround incfs  were  unehantied,  are  restored  to  liealtli  in  a 
ghort  time  if  they — as  is  frefjnenHy  the  ease,  for  example,  with  the  previously 
mentioned  domestics — ^are  sent  from  their  usual  sphere  of  activity  to  the 
country  where  fresh  air  and  generally  favoralde  hygienic  conditions  exert  a 
curative  inlluence  upon  them  without  a  drug  therapy  of  any  kind  whatsoever. 

In  keeping  with  my  view  that  chlorosis  ig  a  neurosis  in  wliich  the  hlood 
alteration  is  not  the  essential  part  of  the  disc^ase,  hut  usual I3'  forms  the  most 
constant  symptom,  I  have  for  some  time  attempted  to  influence  this  disease 
witliout  adtuinistenng  drugs  that  have  a  specific  action  upon  the  hlood  com- 
position, and  partieuhirly  wiihtftit  (he  emploifment  of  trou  prfparnfitfns^  but 
purely  l>y  the  same  dietetic  aud  hydrothcrapeutic  measures  wiiich  are  em- 
ployed in  other  neuroses,  espcM?ially  in  hysteria.  With  this  anlincrrous  rrgime 
I  have  com  phi  dy  cured  a  number  of  ehloroiies  in  ohoui  the  same  time  as  unth 
the  ordiwirtf  iron  ihvropti,  yet  it  is  true  that  some  individual  cases  were  favor- 
ably affected  after  an  iron  therapy  had  IxMim  instituted. 

It  is  evident,  at  all  events,  that  under  hospital  treatment  with  good  nurs- 
ing and  projx^r  nutrition,  the  use  of  sweat  liatlvs  at  the  lieginntng,  frietion 
with  h'fjhi  moj<safje  later ^  and  the  internal  administration  of  some  nervines 
Buch  as  ImHriide  or  valerian,  hut  wifhont  tifuf  iron  meJiration^  the  same  favor- 
able results  can  he  obtained  as  are  observed  in  girls  who  regain  their  health  by 
being  sent  back  to  their  country  homea. 

This  theraf>eutic  experience  strengthens  my  l>elief  in  the  view  that  chloro- 
sis is  a  pe4/uliar  neurosis  going  hand  in  hand  with  a  damage  in  hemoglobin 
formation,  and,  to  my  surprise,  1  recently  fouml  that  Sydenham  in  his  excel- 
lent **  bxiiircs  upon  Hysteria,**  which  even  to-day  are  well  worth  reading, 
particularly  emphasizes  this,  thai  chlorosis  is  curable  by  the  same  remedies 
which  are  effeetire  in  hifsteria. 

In  spite  of  tliese  t^xperiences,  I  do  not  by  any  means  intend  to  deny  the 
value  of  iron  irratment  in  chlorosis.  This  has  been  demonstrated  in  prac- 
tice, time  and  again,  \\y  numerous  examples ;  1  generally  advise  the  adminis- 
tration of  iron  in  the  treatment  of  chlorosis.  I  merely  wish  to  point  out  that 
in  these  cases  iron  is  not  to  be  looked  upon  as  a  specific,  that  we  must  not 
commit  the  error  of  thinkirtg  that  enontjh  is  done  when  we  preseribe  a  good 
iron  preparation  for  a  chlorotic  girl,  hut  thai  the  main  paint  in  treatment 
undoubtedly  consists  in  good  nursing  and  diet. 

The  treatment  of  chlorosis  is  best  l>egun  by  ordering  complete  rest  in  bed^ 
a  laxative  to  relieve  the  coprostasis,  and  something  to  stimulate  the  appetite. 
It  is  well  at  the  start  to  ascertain  by  an  examination  of  the  gajitric  contents 
the  state  of  the  secretory  and  motor  functions  of  the  stomach  ;  for,  in  some 
cases,  as  has  been  stated,  liydrocbloric  acid  is  in  excess,  wiiile  in  others  it  is 
diminished,  and  in  still  other  cases  atony  of  the  gastric  walls  exists  which 
prevents  the  timely  expulsion  of  the  ingests.    All  of  these  morbid  changes 
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in  the  stomaeli  iriust  be  relieved  hy  a  rational  treatment  before  we  proceed 
with  a  special  tberupy ;  and,  as  a  nile,  it  is  comparatively  easy  to  correct  these 
anomalies  of  secretion. 

The  diet  in  the  beginnin>]j  must  consist  of  easily  digested  fornix  of  which 
mUk  is  of  the  greatest  importance,  and  only  in  very  stout  girls  is  it  necessary 
to  limit  or  entirely  withhold  this,  the  best  nnt ritive  measure.  Efjsiltf  difjrsled 
vpgetables,  especially  the  green  vegetiibles,  such  as  spinach,  which,  by  the  way, 
contains  a  small  amount  of  iron,  green  peas  and  beans,  mashed  potatoes,  and 
riee  are  particularly  advisable.  Later  on,  finely  scraped  raw  beef  or  scraped 
ham  may  l>e  allowed,  wliile  the  use  of  eg^s^,  at  least  in  large  amounts,  is  not 
rceomfm'uded  on  account  of  the  intestinal  decomposition  wliieli  readily  ensues. 
Very  frequently  at  the  onset  of  treatment  it  is  necessary  to  remove  the 
edemalous  swellings  which  appear  in  the  face,  giving  the  patient  a  peculiar 
(mfTy  appearance ;  these  are  also  st^en  in  the  ankles  and  elsewhere.  For  this 
purpose,  venesection  has  lately  liecu  employed  again,  as  it  was  by  many  physi- 
cians at  the  beginning  of  the  preceding  century,  tliough  even  then,  when 
venesection  was  in  vogue,  experienced  physicians  such  as  Bcequerel  and  Kodicr^ 
on  the  basis  of  their  exact  blood  investigations,  cautioned  the  profession  against 
the  indiscriminate  employment  of  venesection  in  cldorosis.  To-day,  with  our 
knowledge  of  the  more  minute  constituents  of  tlie  blood  in  chlorosis,  vene- 
section cannot  be  looked  upon  as  a  jujuiifiabh  thempeniic  measure;  for  the 
plethora^  i.  e.,  the  excessive  accumulation  of  fluid  in  the  blood,  the  removal 
of  which  was  attefnpte<l  by  the  ex[>onents  of  t!ie  venesection  tlierapy,  is  raiher 
increased  hy  the  loss  of  blood  and  by  the  consequent  inflow  of  lymph,  and  in 
my  opinion  the  only  favorable  result  of  venesection  is  the  reactive  onibreak  of 
sweat  to  which  these  physicians  attached  great  weight. 

This  efTect  of  the  outbreak  of  sweat  upon  the  fluid  aceumvdatfxl  in  the 
blood  and  in  the  tissues  ean,  in  my  opinion,  lie  l>rought  about  more  efTect ively 
and  with  less  danger  by  a  simple  sweat  bath.  Tn  pnffy  ehlorotics,  during  the 
first  prriod  of  (he  treatment,  I  empfoif  hot  baths  fnUnwed  btf  sweatinff  (wo  or 
three  times  a  week^  and  I  find  that  the  stibjeetive  diflienlties  as  well  as  the 
objective  tindings  are  always  favorably  influenewl  thereby. 

Massage^  too,  is  efTect Jve,  particularly  as  long  as  the  patients  remain  in 
bed;  it  acts  very  favorably  in  stimulating  the  circulation  and  the  entire 
metabolism. 

Iron  therapif^  as  already  mentioned,  forms  an  essenfial  adjuvant  in  the 
treatmeni  of  chlorosis,  altbnugli  fo-day  we  no  longer  hold  the  old  o|uuion  that 
iron  is  dirwtly  utilized  in  the  formation  of  henmglohin  in  the  body,  but  it  is 
to  l>e  looked  upon  mainly  as  a  slimulnnt  for  the  hematopoidie  organs.  That 
iron  actually  reaches  the  fluids  of  the  body  by  absorption,  a  point  thai  has  been 
questioned  even  very  reci^ntly,  has  lately  been  positively  proven  chiefly  by 
the  investigations  of  Quincke. 

The  number  of  iron  preparations  at  onr  disposal  for  lhera]x*utic  purposes 
is  exceedingly  large.  Besides  the  inorgame  compoinuls  of  iron  such  as  ferrum 
OTifdaiunu  ferrnm  sitfphurirnm,  ferrum  riirtram,  ferntm  cnrhoniriim^  ferrum 
chloratum,  and  frrrum  srsfptirhloraiufn,  we  possess  countless  newer  prepara- 
tions which  contain  iron  in  albumin  combinations,  and  to  these  lately  have 
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been  added  remedies  which  contain  hemoglobin  itself  in  different  combina- 
tions. 

All  of  the  last-named  remedies  are  based  upon  the  h3rpothesis  that  iron  is 
absorbed  and  assimilated  more  readily  when  combined  with  albumin  products, 
especially  those  prepared  from  blood  itself  in  accordance  with  modern  organo- 
therapy; these  give  to  the  organism  as  directly  as  possible  a  compensation  for 
the  loss  of  hemoglobin  in  the  pathologically  altered  blood. 

Of  the  organic  iron  preparations  there  are  to  be  named  ferratin,  an  arti- 
ficially produced  iron  preparation  (Schmiedeberg),  which  is  said  to  be  iden- 
tical with  the  iron  combinations  present  in  the  organism  and  in  the  food ; 
further,  ferrum  peptonatum  and  the  various  liquores  ferri  alhuminaii.  Of 
iron-containing  blood  preparations  new  ones  are  combined  and  placed  upon  the 
market  almost  daily,  so  that  it  is  scarcely  worth  while  to  mention  the  names 
of  these,  for  the  most  part,  ephemeral  preparations.  Especially  fashionable 
in  practice  are  hematogon,  hemaldumin,  hemol,  sanguinal,  etc.  It  must  be 
remembered  in  the  employment  of  all  these  remedies  that  in  all  probability 
the  iron,  whether  given  in  an  organic  or  inorganic  combination,  is  primarily 
attacked  by  the  gastric  juice  and  changed  into  a  chlorid  combination,  and  that 
later  it  is  absorbed  in  the  bowel  as  an  iron  chlorid  albuminate.  It  is  therefore 
quite  unlikely  that  the  artificial  or  natural  iron  albuminates  are  absorbed  in 
the  form  in  which  they  are  administered,  and  it  may  be  assumed  that,  during 
the  time  of  their  absorption  into  the  fluids  of  the  body,  great  labor  is  thrown 
upon  the  stomach  and  intestine,  much  greater  than  in  the  administration  of 
inorganic  preparations. 

Regarding  the  special  activity  of  these  remedies  in  chlorosis,  neither  from 
literature  nor  from  my  ovm.  experience  are  many  observations  of  patients  of 
this  sort  known  to  me,  from  which  it  might  be  concluded  with  any  certainty 
that  any  one  of  the  above-mentioned  organic  preparations  produces  a  cure 
more  rapidly  and  with  greater  certainty  than  is  observed  upon  the  administra- 
tion of  the  ordinary  iron  preparations. 

What  is  particularly  lauded  by  the  manufacturers  concerning  these  reme- 
dies is  the  useful  action  of  the  albumin  contained  in  them ;  but  it  must  be 
mentioned  that  these  amounts  of  albumin  are  so  small  that  they  play  no  role 
in  the  nutrition  of  the  chlorotic,  particularly  as  in  this  disease  there  is  no 
noteworthy  deficiency  in  albumin  metabolism. 

Unquestionably  the  majoritv  of  these  modern  remedies  act  by  suggestioUy 
and  therefore  in  practice  we  can  rarely  do  without  thoin,  as  the  laity  nowadays 
manifest  the  greatest  interest  in  the  products  of  pharmaceutical  industry.  In 
cases,  however,  in  which  the  therapy  remains  uninfluenced  by  these  subjective 
effects  upon  the  patient,  as  in  hospital  treatment,  there  is  absolutely  no  reason 
for  rejecting  the  old  well-tried  iron  preparations  in  their  various  combinations; 
thus,  for  exniuplc,  the  excellent  Blaud's  pills. 

According:  to  the  su<r<:estion  of  C.  (ierhardt,  for  some  years  I  employed 
with  success  li(juor  ferri  scs(|uichlorati,  three  to  five  drops  three  times  daily, 
diluted  in  water. 

The  numerous  iron  springs  in  Germany  and  neighboring  countries  contain 
iron  for  the  most  part  as  a  suboxid  combined  with  carbonic  acid,  and  the 
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waters  are,  therefore,  suitable  for  drinking  at  the  spring;  not,  however,  for 
bottling,  as  carbonic  acid  readily  passes  off  and  the  iron  i;^  then  precipitated, 
A  few  springs  contain  sulphate  of  iron,  and  t?till  fewer,  ehlorid  of  iron. 

The  best-known  Gorman  iron  springs  are  in  Pijrmont  in  the  Duchy  of 
Waldeck,  LatigenschwaJbach  at  the  Taiinus,  Bockfet  (near  Kissingen),  Char- 
hdfcnbrunn,  Vudotva  and  Flinsbcrg  in  Silesiii,  Dnhttrtj  in  the  Teutoliurger 
Woods,  Ehier  in  Saxnnv,  Franzembad  in  Bohemia,  Kohhjrub  in  Bavaria,  900 
meters  above  the  sea,  Mmkait  in  the  Lausitz,  LiebenMein  in  Meiningen,  Freien- 
watde  on  the  Oder  in  Rrandonbnrg,  Puhin  in  Ponierania,  Relnerz,  500  meters 
high,  in  the  earldom  of  CJhitx,  Sicben  m  Upper  Franconia. 

Of  foreign  iron  springs  tliere  are  particularly  to  be  named:  Farnhuhl  in 
Luzerne,  St,  MorUz  in  the  Upper  Engadine,  1,700  meters  above  the  sea,  and 
Val  Sint'sira  in  the  Lower  Engadine;  further,  Haarlem  in  Holland,  SzHdcz 
in  Hungary,  Spa  in  Belgium. 

Besides  inni,  in  some  cases  arsenic  h  of  use  as  in  other  anemias;  and 
therefore,  besides  the  preparations  of  the  pharmacopeia,  arsenical  spring- 
waters  must  also  be  considered;  the  best  known  are  those  of  Roncegno  and 
Lcvico  in  the  Southt*rn  Tyrol  as  well  as  the  Guber  Spring  in  Srebrenica  in 
Bosnia, 

The  beneficial  effect  of  all  of  these  iron  and  iron-arsenic  spring  cures  cer- 
tainly  does  not  consist  only  in  their  contents  of  iron  and  arsenic,  but  quite 
as  much  in  the  i^iimulation.io  melabollwi  by  change  of  climate  and  the  con- 
stant outdoor  life,  so  that,  in  fact,  many  extremely  chlorotic  patients  are  seen 
to  recover  in  these  regions  who  s^how  but  slight  improvement  while  at  home  in 
spite  of  any  iron  preparation. 

Of  other  drugs  <niinin  is  chiefly  to  he  mentioned,  while  remedies  such  as 
phosphorus,  manganese,  and  organopreparations,  for  example^  bone*marrow, 
thymusj  etc,,  are  of  no  importance. 
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Although  in  the  direct  treatment  of  the  chlorotic  symptom -com  pi  ex  a  great 
variety  of  dietetic,  j)hysical  and  medicinal  auxiliai^  remedies  arc  at  our  dis- 
posal, it  must  nevertlieless  ho  repeated  that  mantj  cases  of  chhrosiis  belong  to 
ike  dlsea^'K^  whirh  are  readih/  prt'venttihh\  and  particularly  where  the  social 
position  of  young  girls  precludes  the  necessity  of  their  earning  their  own  live- 
lihood, and  the  external  conditions  are  favorable  for  healthy  development. 

Since*  in  spite  of  this,  the  disease  is  observed  frequently  in  well-to-do 
families,  it  must  be  attril>nted  wholly  to  the  niter  ignorance  even  to-dag  in  the 
mfisl  highhj  cuUured  families  regarding  the  fundamental  prinriples  of  hygiene, 
a  deplorable  condition  which  must  be  combated,  on  the  one  hand,  by  a  greater 
dissemination  of  the  laws  of  hygiene  among  the  people,  and,  on  the  other  hand, 
by  the  activity  of  each  individual  family  physician. 

It  is  sufficient  here,  to  avoid  repetition,  simply  to  refer  to  the  deleterious 
factors  which  have  been  previously  mentioned  as  predisposing,  and  which  may 
be  removed  in  a  large  measure  by  hygienic  regulation  of  the  mode  of  life,  by 
bodily  exercise^  exercise  in  the  open  air,  etc. 


LEUKEMIA 

By  W.   von   LEUBE,  Wurzbitio 

Since  the  discovery  of  leukemia  by  Virchow  in  1845,  we  designate  by  this 
term  a  disease  characterized  by  an  increase  in  the  number  of  white  cells  in  the 
blood  as  the  result  of  the  morbid  activity  of  the  blood-forming  organs,  and  in 
which  the  blood  alteration  forms  the  essential  feature  of  the  progressive  and 
pernicious  course  of  the  disease,  [The  blood  changes  dominate  the  clinical 
picture,  and  are  manifest  in  many  organs  post  mortem,  but  it  is  the  belief  of 
most  authorities  that  the  heightened  activity  of  glands  and  marrow  to  which 
they  are  due  is  itself  a  result  of  some  toxic  (chemotactic)  stimulus. — Ed.] 

This  definition  is  sufficient  clearly  to  differentiate  *'  leukocytosis "  from 
leukemia.  In  leukocytosis  we  are,  in  fact,  also  dealing  with  an  increase  of 
the  leukocytes  in  the  circulating  blood ;  but  this  is  a  transitory  symptom  in  the 
course  of  manifold  diseases.  At  the  same,  leukocytosis  is  not,'  like  leukemia, 
a  morbid  condition  of  a  progressive  and  pernicious  nature;  on  the  contrary 
it  is  in  a  measure  the  expression  of  the  self-protective  power  of  the  body 
against  the  disease  present. 

COMPOSITION  OF  THE  BLOOD 

Without  a  thorough  knowledge  of  the  composition  of  the  blood  and  of 
the  genesis  of  its  different  morphologic  elements,  an  insight  into  the  nature 
of  leukemia  is  impossible.  We  shall,  therofon\  desorilw  briefly  the  normal 
condition  of  the  blood  and  of  its  cellular  elements  l>ofore  we  discuss  leukemia 
in  detail.* 

The  three  formed  elements  of  the  bliHxl  an\  as  is  gimerally  known,  the 
red  blood  wlls,  the  white  bhxHl  cells  and  the  bkHxl- plaques.  These  last  have 
thus  far  little,  or  no,  imjwrtamv  in  jmthology. 

The  red  blood  tvUs,  **  erythnx^ytos,**  nn^  tlat.  circular,  biconcave  discs, 
averaging  7.5  micromillinieters  in  diameter.  Ni^rinally  they  do  not  contain 
a  nucleus,  but  consist  of  a  protoplasmic  strtMua  the  irap<  «>f  which  arc  filU^l  with 
hemoglobin.  The  formation  of  the  ri^l  bhxHl-o^rpuM'lcs  «H\'nrs  in  ciiil>rvonic 
as  well  as  in  j>ost-fetal  life  (nmx  nucleus-iMUitaining,  colonnl  blotnl  cells,  the 


1  This  article  relating;  to  tho  dia^ioti;*  and  pntht^p^no^tiN  of  loukomia  is  Im-i^Nl.  in  the 
main,  upon  the  complete  and  nnvntly  n*vi'*«Hl  chaptor  on  l.cukoniia  in  the  si\th  tniition 
of  my  "Special   Diapiosis  of  Internal   Dimmuk'h  **    ( Knglish  inlition.  Leube- Salinger,  D. 
Appleton  &  Co.,  1904.) 
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hemaioblmts.  These  cells  are  invariably  pre^^ont  in  the  red  bone-marrnw  of 
the  flat  bones^  of  the  sternum  and  of  the  ribs,  the  base  of  the  skull  and  the 
vertebne.  The  red  blood  cells  which  at  first  contain  a  nucleus,  lose  this  later 
by  earyolysis,  i,  e,,  by  dissolution  of  tbe  nuelous  (according  to  some  investi- 
gating authors  by  expulsion)  and  then  enter  the  circulating  blood  as  non- 
nucleated  red  blood-discs.  We  must  at  present  adhere  ta  the  view  that  in 
posl-fetal  iifc  the  red  {nofi-nuvleated)  blood  cells  are  formed  exdusivelif  in 
the  red  bone-marrow ,  namely,  from  the  nudeu^'containing^  red  blood  cells 
which  are  eonsifitdlif  pre.^eni  in  these  regions.  The  latter  cells,  the  heraato- 
blasts,  appear^  at  least  in  embryonic  life,  to  arise  from  lymphoeytes  by  hemo- 
globin production,  first  as  megaloblasts,  which  perhaps  are  originally  the 
mother  cells  of  the  normoblasts.  [Several  authorities  of  the  first  rank  take 
exception  to  this  account  of  the  hematoblasts,  and  believe  that  red  and  white 
cells  arise  from  different  stems. — Ed.]  Uowever,  after  the  latter  liave  been 
formed »  iheff  increfise  hg  miiosiifj  const  ft  nihj  producing  nrw  normfihfftsfs.  Be- 
sides the  bone-marrow,  in  embryonic  life  the  lymph-glands  also  proljably  have 
an  erythropoietic  function  |  prolmbly  also  the  liver,  and  possibly  the  spleen,— 
Ed.];  but  in  the  adult  organism  blood-formation  occurs  only  in  the  honr- 
marrow,  where  also  the  transformation  of  normoblasts  into  non-nucleated  bl'wd 
discs  occurs  (by  caryolysis).  Under  normal  conditions  only  non-nucleated 
blood  cells  pass  from  the  bone-marrow  into  the  biwd.  Whenever  an  appre- 
cial)le  quantity  of  nucleated  red  blood  cells  is  found  in  the  blood,  pathological 
conditions  are  present:  Infections,  intoxications,  inanition.  If  large  num- 
bers of  nucleated  blood  ctells  are  in  circulation,  severe  anemias,  even  of  tlie 
severest  character,  are  present. 

When  the  red  blood  ceils  die  they  are  replaced  by  fresh  material  coming 
from  the  bone- marrow,  so  that  the  number  of  erythrocytes  remains  at  almost 
a  constant  iigure,  namely,  about  5,0(i(J,(M)0  for  men  and  about  4,-500/100  for 
women  to  the  cubic  millimeter,  a  pro|>ortion  of  about  tiOO  to  1  of  the  white  cells 
[5,000,000  is  too  low  for  the  average  of  healthy  adult  males  in  America.  The 
correct  figure  is  much  m-arer  (ni)tH|,Oi)0. — Fax]  Tlie  majority  of  the  blood 
cells,  unquestionably,  disintegrate  in  the  liver.  We  are  justirHNl  in  this  as- 
sumption for  reasons  which  need  not  be  here  minutely  considertMJ,  and  of 
which  only  one  shall  be  mentioned,  viz.,  that  in  the  liver  large  amounts  of 
biliary  coloring  matter  are  daily  produced.  But  bile^  as  its  chemical  com  po- 
sition proves  (hematin  CaJIg^K^O^Fe  by  taking  np  water  and  giving  off  iron — 
-|-  2RJ}  —  Fe — forms  bilirubin  (\2^3rt^4*-*n)«  t^^i'i  ^^^h  consist  of  hemoglobin 
which  has  been  given  up  from  the  stroma  of  the  red  blood  cells.  We  can  in 
fact  artificially  increase  at  will  the  production  of  biliary  coloring  matter  by 
the  injectton  of  hemoglobin  into  the  blood. 

The  white  blood  cells  (leukocytes)  represent  colorless,  membraneless  cells 
with  one  or  more  nuclei  and  a  protoplasm  variously  constituted.  Since  the 
introduction  of  new  methods  of  staining  in  examining  the  blood,  the  first 
application  and  completion  of  which  we  owe  to  P.  Ehrlich's  excellent  investi* 
gat  ions  in  the  pathology  of  the  Idood,  the  fact  has  developed  that  normal  blood 
contains  not  only  two  varieties  of  leukocytes^  as  was  assumed  for  a  long  time, 
but  many  kinds,  differing  markedly  from  each  other.     It  is  best  to  differen- 
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tiate  two  principal  varieties,  mononuchar  and  poJifntichar  (or  polymorphs* 
nuclear)  cells,  both  of  wtiich  show  various  siihvarieties: 

A,  MoNONUCLKAii  FoRMS :  Cells  with  one  nucleus  and  var}niig  amoiints 
of  basophilic,  noii-gmiui!ar  protoplasm. 

1.  Ltimphoctjles,  charactcriKed  hy  a  hrge^  round,  centrally-placed  Bucleus 
and  a  narrow  protoplasmic  ring.  The  latter,  as  well  as  the  nucleus,  reacts 
hawphiUvnIhj,  especiallv  the  protoplasm  which  shows  no  granuktions.  [No 
granulations,  that  is,  with  Ehrlich's  stain.  With  the  Romanowsky  etain  a 
variety  of  pink,  violet,  and  sometimes  a  few  blue  granules  are  seen  in  the 
protoplasm  of  the  lymphocytes.  This  h  true  of  all  sizes  of  lymphocytes^ 
though  commoner  in  the  large  forms, — Ed.]  The  lymphocytes  have  no  power 
of  amelioid  movement,  1 1  am  convinced  hy  the  observations  of  several  com- 
petent men  that  lymphocytes  (especially,  but  not  only,  the  larger  forms)  do 
have  the  [)ower  of  ameboid  movement. — Ed/|  The  majority  of  them  scarcel_v 
attain  the  size  of  the  red  blood  discs;  rarely  are  large  Ijfmphovtftrs  found,  esjie- 
cially  in  the  blood  of  childnm.  Tbe  number  of  lymphocytes  aniounts  to  al>out 
25  per  cent,  of  the  white  l)lfX)d-corpuseles.  Some  individual  examples,  espe- 
cially of  tiie  larger  forms,  show  slight  segmentation  of  protoplasm.  2,  Large 
ffwnomuimr  ffnkortfifs^  twice  or  three  times  larger  than  the  lymphocytes, 
ditfering  markedly  from  tbe  large  lymphocytes,  in  that  the  large,  usually  oval 
nucleus  is  generally  eccentrkaUy  situated  and  that  the  non-granulated  proto- 
plasm is  relatively  well  developed.  This  protoplasm  and  the  nucleus  have, 
like  tbe  lyfiiijbocytes,  a  basopbilie  reaction,  but,  in  contrast  to  the  latter,  the 
]>rotopbism  stains  less  readily  than  the  nucbms.  Transitional  forms  het wwn 
the  first  and  sec*<md  variety  are  not  observefl,  and  for  this  reason,  according 
to  Ehrlich,  the  **  large  nionouuclear  "  cells  are  strictly  difTerentiated  from  the 
lymphocytes,  all  tbe  nmre  so  as  '*  transitional  forms'^  from  the  large  mono- 
nuclear to  the  polynuclear  are  observed,  i,  e.,  large  ct^lls  with  neutrophilic 
granulation  and  with  indentations  in  the  nucleus.  [All  recent  and  unpreju- 
diced observers  seem  to  me  to  agree  that  there  are  abundant  transitional  forms 
between  tbe  *'  large  lymjihocytc  "  as  here  described  and  the  ''  large  mononu- 
clear leukm  yte ''  of  the  same  text.  A  diirerentiation  of  tbe^e  two  varieties  is 
in  my  opinion  impossible, — Ed,]  The  numljer  of  the  large  mononuclears  in 
normal  blood  is  always  small  (about  one  per  cent), 

B.  PoLyNrcr.KAH  Forms;  Cells  with  several  small  nuclei  or  u.^naUtj  with 
a  polymorphous  nucleus,  i.e.,  with  marked  indentations  of  the  nucleus,  so  that 
some  of  the  nuclear  segments  are  connected  Uy  thin  chromatin  threads.  The 
polymorphonuclear  (**  polynuclear '')  leukocytes  are  further  characterized  by 
iimchoid  movement.  The  protoplasm  is  fintnuhr  and  shows  varying  condi- 
tions regarding  staining  which  give  rise  to  the  differentiation  into  the  three 
following  varieties: 

1.  Neutrophilic  polynuclmr  leuJcoci/tes,  usually  designated  as  "polynn- 
clears.**  characterized  by  the  dense  granulation  of  the  protoplasm  and  the 
allinifv^  of  the  same  to  *' neutral'^  staining  material.  They  form  in  the  nor- 
mal blood  alu^ut  70  per  cent,  of  the  white  bb'Mxi-corpusck»s,  [There  are  na 
true  neutral  stains.  A  special  differential  acid  stain  like  Ehrliclrs  **  triacid' 
u  what  is  here  referred  to. 


I 


I 


COMPOSITION  OF  THE   BLOOD  347 

The  normal  percentage  of  polyniiclear  leukocytes  is  in  this  country  more 
often  near  BO  per  cent,  than  near  70  per  cent. — Ed,] 

2,  EosinophUe  cells,  eliaracterized  hy  their  size  anrl  by  the  coar.se  granules 
in  their  protophi.sni  which  stain  mtens<4y  hy  acid  stains  (eosin).  [The  size  of 
eosinophiles  is  not  charaetcnstic.  They  are  ahont  the  size  of  a  potynuclear 
cell  or  often  a  little  smaller,  Imt  their  irre^lar  shape  (as  seen  in  thin  smear 
preparations)  renders  a  definite  statement  as  to  their  diameter  diflicnlt,^ — 
Ed/J  They  resendile  the  ncntrophilic  polynue!ear  cells  and,  like  these,  are 
marked ly  eontraetile;  tlieir  numher  amounts  to  abmit  3  per  cent,  of  the  white 
blood-corpuscles. 

3.  Basophilic  leithocytes,  *' mast-cella '*  are  scant}^  in  normal  blood  (0.5 
per  cent,  of  the  leukocytes).  They  are  characterized  hy  the  intense  basophilic 
reliction  of  the  rrranules  in  their  protoplasm  and  hy  the  very  slight  staining 
atFmities  of  the  nucleus;  the  granulation  doe^  not  color  with  the  triacid  stain, 
henee  mast-cells  appear  in  triacid  preparations  as  light,  non-granular  cells. 

Opinions  are  more  at  variance  concerning  the  origin  of  the  white  hlood* 
corpusi'les  than  of  the  re*l,  although  a  nunilier  of  investigators  (Virchow, 
Kijllikcr,  Max  Schultite^  Xeumann,  lleidenhuin,  Arnohh  Mokoff,  Kieder, 
Engel  and,  above  all,  P.  Ehrlich,  and  in  late  years  Askanazy,  Pappenheim  and 
Kukmstein)  have  closely  studied  this  subject.  At  present,  it  is  difficult,  almost 
iiupossihh^.  to  take  a  positive  staml  in  the  mooted  question.  The  following 
tlieory  is  prol)alily  nmre  in  accordance  with  present  opinions  than  any  other. 

After  the  investigations  of  the  last  decade,  and  especially  since  the  iulro- 
duetion  of  tinctorial  methwls  of  examination  hy  Ehrlieh,  Virchow's  view  that 
the  lymphocytes  arc  the  young,  the  leukocytes  the  old,  forms  of  tlie  cells,  the 
latter  arising  from  the  former,  can  no  longer  l)e  accepted  in  its  simple,  strict 
conception.  On  the  contrary,  it  is  better  to  adhere  to  the  view  that  the  lympho- 
cytes, the  leukocytes  and  the  hemaglohin-containing  celts  represent  separate 
stages  of  development  of  cells,  whicli  probably  are  only  alike  in  their  first 
elements — namely^  cells  with  non-granuhir,  weakly  hasuphilie  protoplasm  and 
one  round  nucleus.  -From  these  the  mifcloriffes  devebip  in  the  bone-marrow, 
the  protoplasm  lxH?oming  granular  (neutrophilic  or  eosinophilic),  while  the 
nucleus  still  retains  its  round  form:  in  the  later  stages  of  development  the 
granulation  beroroes  luorc  marked,  the  nucleus  flattened,  sinuate  and,  finally, 
pigmcutetl  (pnlyuiorphonuclear  leukocytes  with  neutrophi!ie  or  eosinophilic 
reaction).  At  this  age  the  cells  enter  the  circulating  blood  as  "  poly  nuclear  ** 
leukocytes.  A  few  immature  cells,  i.  e.,  still  basophilic,  non-granular  and  sup* 
plied  with  otir  nucleus,  enter  the  blood  as  tlie  so-call<Hl  **  mononuclear  '■  leukev 
cytes,  which  then  mature  in  the  blood,  l>ecoming  polynuclear  leiikoeytes.  The 
cells  which  have  begun  to  mature  in  the  bone-marrow  remain  in  the  hone* 
marrow  until  perft»etly  mature,  becoming  polynuclear  leukocytes,  so  that  the 
blood  does  not  nontuifly  contain  myelocytes.  Tire  mature  polvmuclear  cells, 
however,  enlcr  the  blood  upon  chemotactic,  physiological  irritation  in  rela- 
tively small  hut  visually  quite  crmstant  numbers,  under  pathological  condi- 
tions frequently  in  very  large  numbers  ("leukocytosis").  The  loss  of  the 
polynuclear  cells  which  pass  into  the  blood  h  eompensafed  by  the  for* 
mat  ion  of  new  priumry  stages  of  the  same,  the  myelocytes^  and  by  the  fur- 
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ther  devt^lopment  of  the  latter  into  a  correspondingly  greater  number  of  poly- 
nuclear  cells. 

In  the  spleen  and  bjmph-fjhmfh  leiikoc\ies  are  not  pro<1uced,  at  leaat 
not  in  noteworthy  amounts  (even  in  ca.ses  where  they  are  much  needed,  as  in 
leukocytosis).  On  the  other  hand,  the  hTnph-glands  (the  spleen  only  to  a 
slighter  degree)  are  the  points  of  origin  for  the  formation  of  hfrnphoeiftes, 
wiiieh,  as  is  well  known,  rej>resent  one- fourth  of  the  wliite  hlood  cells  in  nor- 
mal blood.  Similarly  to  the  myeloeytes  they  are  prol>al»ly  also  formed  in  the 
bone-marrow  from  large  basophilic,  mononuclear  cells  which  are  the  early 
stages  of  the  leukocytes  and  geuerally  do  not  enter  the  lilood,  or  at  most  only 
as  'Marge  lymphocytes"  in  children,  and  nnder  pathologic  conditions  in 
lymphatic  leiikeuiia  (where  they  are  met  with  in  the  blood  in  great  numl>ers, 
particularly  in  the  acute  form  of  the  disease).  Just  as  the  myelocytes  mature 
(**age'*)  into  polyniorphnnuelear  leukocytes,  so  does  the  nucleus  of  the 
lymphncytes  pass  through  this  aging  process  in  that  it  later  undergoes  lobula- 
tion and  fragmentation  (Kiedcr's  cells),  without  the  protoplasm  losing  its 
basophilic,  non-granular  character. 

The  nuclear  changes — lobulation  and  segmentation  into  several  nuclei — 
therefore,  indicate  the  iihysiological  age  of  the  cells;  just  so  may  we  assume, 
in  general,  that  a  slighter  staining  «|uality  (auihlychromasia),  especially  of 
the  cell  nuclei,  characterizes  the  cells  as  incomplete,  undeveloped,  in  contrast 
to  the  intensely  stainin*^  ("  traehychromatic  ")  mature  forms. 

As  already  mentinricnl,  the  hone-marrow  w  uhnoaf  rxrhmveltf  (he  organ  of 
produetion  of  fhe  mtfeJottftes  atid  poli/nutJenr  trUs,  although  ty[>ical  mvelo- 
cytes  are  found  in  the  spleen  and  lymph-glands  (without  having  been  carried 
in  by  the  blood  stream).  On  the  other  hand,  the  hfmph-ghmh  are  to  be  con- 
gidered  the  seat  of  prod uH ton  of  the  sm(dJ  hjmphocffles.  Of  course,  we  find 
lymphocytes  in  scant  nuud»ers  in  the  boue-inarrow  too;  of  these  it  is  probable 
that  a  fair  firoporliou  have  been  carried  in,  a  part,  however,  having  been 
formcMl  in  the  marrow  itself. 

The  origin  of  the  very  small  number  of  mnst'Celh,  which,  under  normal 
crinditions,  are  found  in  tlie  blocMl,  has  not  yef  bi-en  deterrrnnc^l  with  certainty. 
Most  investigators  assume  that  they  originate  in  the  connccdve  tissue;  othera 
believe  that  they  develop  from  lymphocytes. 
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Lt*t  us  now  return  to  the  discussion  of  leukemia.  Marked  cases  are  mani- 
fest at  the  first  glance  by  the  extreme  pallor  of  the  patient*s  skin  and  mucous 
membranes,  and  occasionally  by  the  color  of  the  blo<>d  as  obtained  by  puncture 
or  incision  of  the  finger  tips  which  may  be  whitish  hmI  [Caises  are  pale  only 
if  anemia  has  developed,  and  this  even  in  well-marked  (^Hfll^Dften  not  not  a* 
hie.  In  the  later  stage  of  tlie  disease,  but  not  unf ij^^^^nemia  beenrnoa 
eevere. — Ed.]  The  microscopic  examination  of  the  ^^^^^^|y|||||||^i .  of 
leukemia  of  high  grade  shows  even  without  a«e 

in  the  white  blood -corpuscles.     But  a  count  ti- 

tKjr  of  erythrocytes  is  absolutely  neoessary 
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normally  wo  find  an  avorago  of  8,000  hiikocrtej^  (in  children  somewhat  more, 
iljOOU  to  10,000)  in  a  ctibie  niillimeter  of  the  blood  taken  from  the  veins,  i.e., 
one  white  cell  to  GOU  erythmeytes,  the  mi m her  <*f  h^iikneytes  may  t?n  increase 
in  leukemia  that  the  proportion  in  1  to  50,  I  to  10,  or  1  to  3.  In.  fact,  the  red 
and  white  blood-eorpusc^es  may  even  tie  prei^ent  in  similar  amounts  in  the 
blood.  The  cmmt  of  white  blwd -corpuscles  stiows  100,000  ami  even  'lOO^OOf) 
and  more,  to  ihe  eid>ic  millimeter. 

In  somecai*es  of  leukemia,  no  noteworUiy  change  in  the  enjthron/te.%  either 
in  niiiul>er  or  appearance,  occurj*;  a,s  a  rule,  however,  the  if  are  derreafied  in 
nnmhers  (o  aijout  one-half  of  the  normal  or  even  le^s,  jnift  as  in  severe  anemias. 
In  ffeneral  the  decrease  of  Ihe  erythrocytes  is  tn  proportion  to  the  increase 
in  the  nnndjcr  of  white  blood -corpuscles.  But  the  numerical  relatiou  of  the 
erytlirocytes  in  leukemia  is  a  secondary  consideration,  and  the  diagnosis  of 
the  aflfection  depends  primarily  upon  the  white  blood-corpuscles.  There  are 
eases  of  sini|de  aTiemia  in  whicli  the  number  of  red  blood-corpose!es  is  mark- 
edly diminished,  but  tlie  production  of  white  has  remained  normal;  then  the 
proportion  of  the  white  to  the  red  cells  may  become  1  to  *35,  etc.,  without 
leukemia  t)eing  present.  For  example,  in  pernicious  anemia,  with  a  dinunu- 
tion  of  the  erythrocytes  to  *35t>,000  to  the  cubic  millimeter,  and  a  nornud  con- 
dition of  the  white  blood  cells  (8,0(N)),  the  proportion  would  be  almut  1  to 
30  and  sfiU  no  leukemia  would  he  present,  l^'ukc^mia  is,  however,  to  be  as- 
sunu'd  under  all  circumstances  if  the  proportion  falls  below  1  to  20,  because 
these  figures  can  onJij  oeeitr  wlien,  besides  the  decrease  in  the  number  of  the 
red  blood-corpuscles  as  a  r<'sult  of  anemia  (even  in  the  most  excessive  diminu- 
tion of  the  same  that  has  been  observed  up  to  tlic  present  in  cases  of  |)cr- 
nicious  anemia),  the  nundier  of  leukocytes  is  absolutely  increased  at  ilie 
same  time. 

Besides  the  diminution  in  the  numlier  of  red  hlood-corpnscles,  the  l>lood 
also  contains,  as  a  rule,  numerous  nudeated  red  hhod-forpuscles  in  the  form 
of  normoblasts,  more  rarely  megaloblasts,  or  transitional  forms  between  these. 
The  amount  of  hemoffhhm  in  the  blood  is  diminished  in  leukemia  hut  the 
coloring  of  the  individual  corpuscles  (aljnormally  decreased  in  numlK^rs)  neod 
not  be  diminished.  An  increase  in  the  lilood-phnpuN  has  also  been  olrserved 
upon  several  occasions. 

The  diagnofiis  of  levkemia  can  be  made  without  further  consideration  in 
cases  which  slmw  an  exlraordinary  increase  of  the  white  blood-corpuscles,  hut 
in  doubtful  cases  tlie  presence  of  the  disease  can  only  be  determined  by  an 
exact  mierosropical  examiuotion  of  the  morpholngy  of  the  teukoeiftes. 

Besides  the  increase  in  the  white  cells,  what  is  particularly  conspicuous  in 
the  microscopic  examinatiou  of  leukemic  Idooil  is  that  in  the  majority  of  cases 
the  polynuclear  cells  are  most  numerous ;  in  other  cases,  however,  tlie  lympho- 
cytes form  the  greater  numher.  and  this  type  of  hbx)d  alteration  persists  dur- 
ing the  entire  course  of  the  illness*  [In  41  cases  of  myelogenous  leokemia 
stndied  by  me  the  polynuclear  cells  average  47.5  per  cent,  Tt  is  the  polymor- 
phoiK  condition  of  the  lilood,  the  endless  variety  amr*ng  tlie  leukocyte  forms, 
that  most  impresses  one  in  this  disease.^ED.  ]  We,  therefore,  quite  properly 
difTerentiate  two  different  varieties  af  lenkemia. 
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1.  Lymphocyte  leiihemia. 

2.  Leukocyte  leukemia. 

Since  the  source  of  the  lymphocytes,  as  has  been  mentioned,  is  the  spleen 
and  the  lymph-glands,  and  that  of  the  leukocytes  is  the  bone-marrow,  the 
common  designations  of  lymphatic  leukemia  (lymphemia)  and  myelogenous 
leukemia  (myelemia)  may  be  selected  for  these  two  basic  forms  of  leukemia. 
As,  however,  the  bone-marrow  also  normally  produces  typical  lymphocytes, 
and  as  it  has  been  determined  in  rare  cases  that  an  over-flooding  of  the  blood 
with  lymphocytes  may  occur  by  proliferative  changes  in  the  marrow  without  en- 
largement of  the  spleen  and  lymph-glands  (myelogenous  lymphemia),  I  pre- 
fer the  less  prejudicial  division  of  the  leukemic  forms  into  "  lymphocyte  leu- 
kemia "  and  "  leukocyte  leukemia." 

In  the  blood  at  the  autopsy,  or  after  prolonged  standing  of  the  bloml  of 
leukemics,  Charcot's  crystals  are  found,  usually  within  the  leukocytes,  and  par- 
ticularly in  the  eosinophilic  polynuclear  cells.  Their  relation  to  the  last- 
named  cells  has  lately  been  determined  beyond  doubt,  so  that  we  may  say: 
Wherever  eosinophile  cells  are  present  in  large  numbers,  Charcot's  crystals  are 
also  found.  This  at  once  makes  it  clear  that  they  are  absent  in  lymphocyte 
leukemia,  and,  on  the  other  hand,  that  the  crystals  are  not  only  found  in  leuko- 
cyte leukemia  but  in  all  diseases  in  which  eosinophiles  occur  in  large  numl>ers, 
nasal  polypi,  bronchial  asthma,  etc.  The  demonstration  of  Charcot's  cr}'stals 
is,  therefore,  by  no  means  pathognomonic  of  leukemia,  the  le>s  so  as  they  are 
also  found  in  normal  bone-marrow,  which  is  not  to  be  wondered  at. 

In  comparison  with  the  results  of  the  microscopic  examination  of  the 
blood,  all  the  other  morbid  phenomena  of  leukemia  are  of  decidedly  subordi- 
nate importance,  even  though  in  the  individual  case  they  greatly  aid  in  tlie 
diagnosis.  There  are  cases  of  leukemia  in  which,  l)esides  the  alteration  in 
the  blood  and  the  symptoms  of  anemia  in  connection  therewith,  all  other 
objectively  demonstrable  morbid  phenomena  are  absent,  and  the  diagnosis  must 
be  made  entirely  from  the  blood  findings!  These  are,  however,  under  all 
circumstances,  as  will  be  shown  later,  rare  and  exceptional  cases;  the  rule  is 
that  many  organs,  especially  those  connected  with  blood-formation,  suffer 
marked  changes  which  may  be  demonstrated  by  physical  examination. 

In  this  connection  we  must  mention  particularly  the  enlargement  of  the 
spleen  which  is  present  in  the  majority  of  cases  of  leukemia.  The  splenic 
tumor  is  usually  of  considerable  size;  it  extends  to  the  median  line  or  beyond 
and  downward  to  the  hypogastric  region.  On  account  of  its  sharp  indented 
margin,  the  direction  of  the  growth  of  the  tumor,  and  es|)eoially  its  evident 
origin  from  tlie  left  bypochondrium,  there  is  rarely  cause  to  doubt  that  we  are 
dealing  with  a  tumor  of  the  spleen.  The  diagnosis  may  l)e  ditlieult  if,  as  in 
one  of  my  cases,  the  large  spleen  turns  so  that  the  hilus  appears  at  the  top. 
The  consistence*  of  the  splenic  tumor  is  hard:  its  circumference,  after  it  has 
attained  a  certain  size,  is  usually  constant.  Karely  transient  shrinkages  are 
noted,  or,  on  the  other  hand,  excessive  swelling  or  rupture  of  the  organ.  As 
a  rule  tin;  swollen  spleen  is  not  sensitive  to  palpation,  and  the  subjective  diflR- 
culties  which  th(»  tumor  causes  are  generally  slight.  .\t  most  the  patients 
complain  of  a  feeling  of  fulness  in  the  abdomen  and  slight  dilliculty  in  respira- 
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tion ;  less  frf*f|iienfly  pain  o<^riir8  in  tho  splenic  roi^ion,  or  evon  inflammatorY 
pht'oojiiuriii  wliieli  man i lest  tlieirisi^lvt>  in  jKTitaneal  friction  sounds  in  tliH  wnm. 

In  gomt'  of  the  cases,  most  frw[Ui'TUly  in  Tynifjliotnl*'  Unjkeitiiiu  hjmph- 
gland  enlarffcmcnt  (xrurs.  [I  have  never  seen  lymph-ghuKl  enlargement  ex- 
cept in  lyiJiphfR'vte  leukemia. — Ed.]  As  a  rule,  the  /glands  of  tho  neck  and 
axillary  re^jjirm,  ruore  rarely  those  in  other  area.s  of  the  ]>eriphery  or  the  inter- 
nal lymph-glands,  are  alTected,  The  glandular  tnumrs  are  uioderately  hard, 
the  skin  covering  them  is  movahle  and  not  reddened.  If  Hie  mesenteric  and 
retroperitoneal  glands  are  hyperplastic,  they  may  he  occasionally  felt  through 
the  alKlominal  walls.  In  case  the  enlargement  alTet^ls  the  tracheal  and  hron- 
chial  lyuiph-ghinds,  at  least  a  protial>le  diagno,<is  of  this  result  of  the  leukemia 
may  he  made,  provitled  tlie  syruptoius  of  trachea!  or  hronchial  stenosis,  of 
paralysis  of  the  voeal  cords,  the  result  of  pressure  upon  the  recurrent  laryn- 
geal nerve,  or  ditfieulty  in  deglutition,  arise.  In  marked  cases  of  swelling 
of  the  tracheo-hronehial  lymph-glaiuls  or  of  the  persisting  thynuis  glamU  the 
percussion  note  over  t!ie  nuinuhrinni  is  dull  and  tlie  hone  is  arched  outward. 
In  the  adenoid  tissue  of  the  tonsik  and  also  in  the  adenoid  follicles  at  the  root 
of  the  tongue  hyperphusia  and  swelling  may  likewise  he  noted. 

Besides  the  spleen,  the  various  lymph-glands,  and  the  other  adenoid  organs, 
the  hont'-marruw  h  almost  always  atfected  hy  anatomical  changes.  Accord- 
ing to  the  cxfwriences  gathereil  np  to  this  time,  changes  in  the  hone-marrow 
are  invariahly  present  in  leukemia.  In  hjTnphortfie  Irid'cmia  we  find,  espe- 
cially in  the  lymph -glands,  in  the  sjilwn  and  eventually  in  the  liver,  hut 
invariahly  also  in  the  hone-marrow,  proliferations  of  the  lymphoid  tissue, 
which  in  these  cases  may  become  so  j>ientify|  tiiat  tlie  production  of  the  poly- 
nuclear  celts  in  the  hone-marrow  and  the  passage  of  tlae  same  into  the  blood 
nuiy  he  prevented  hy  the  overgrowth  of  the  lymphocytes  in  the  tiutrrow.  As 
>ntin  as  the  lyjuphocyles  begin  to  enter  the  lilou<l,  floating  in  from  the  bone- 
marrow,  hyperjdastic  lymph-glands  and  s|>Ieen  (quite  |)assively  as  we  must 
assume  frcim  KhrlichV  convincing  deductions),  the  picture  of  lymphocyte  leu- 
kemia dt^velops. 

The  implication  of  the  hone-marrow  in  the  leukemic  processes  can  never 
he  deleruiiiu?d  witli  certainty  intra  vitam  hy  the  sensitiveness  of  the  bone  to 
preiJisiire,  but  only  when  the  microscopic'examination  reveals  in  the  circulating 
blood  mononuclear,  granular  marrow  cells,  the  origin  of  wliich  from  the  hone- 
marrow  is  certain,  an<l  also  large  (pmn titles  of  nucleatwl  re<l  hlooil  cells. 

Resides  the  three  above-named  organs  which  are  particularly  afTected  in 
leukemia,  other  portions  of  the  body,  although  less  frequently,  are  involvetl  in 
changes  whicli  are  in  direct  relation  to  leukemia.  In  the  majorilt/  of  cases 
Ihf  livrr,  in  eonsef|uence  of  leukemic-cell  infiltration  Ijetwec^n  the  acini,  is 
fnlfinjed.  The  surface  is  smooth,  its  consisfeuce  moderately  hard.  Marked 
grades  of  ascites  and  jaundice  are  only  to  he  expected  if  the  periportal  lymph- 
glands  are  enlarged  and  press  upon  the  portal  vein  and  biliary  passages.  As- 
cites, that  is,  the  transudation  of  a  large  amount  of  fluid  into  the  peritoneal 
cavity,  may  also  be  cau^icd  by  a  leukemic  nodular  infiltration  of  the  peritoneal 
layers  and  of  the  omen  turn.     This  is,  however,  not  frequent. 

Leukemic  iniihrations  occur  also  in  the  stomach  and  intestine;  they  arise 
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from  adenoid  tissue  areas  of  the  wall  (i.e.,  the  solitary  follicles).  D^^spcptic 
Ifhennincnu  and  diarrlR'a  point  to  this  complication  but  do  not  permit  i^r- 
tainty  in  diagnosis.  In  some  patients  a  leukemic  stomatitis  and  phar^^iigitia 
develop. 

It  h  noteworthy  that,  in  spite  of  the  diminution  of  the  erythrocytes,  nei- 
tluT  dfiJ^pntn  nor  arthopnva  oecnrs  in  leukemia,  at  least  not  aceordin*j  to  my 
experience  (provided  there  nrv  no  coniplieatinns  on  the  part  of  the  respiratory 
organs).  [I  have  Tepeatedly  seen  dyspnea  and  even  orthopnea  in  leukemia  as 
soon  as  anemia  heeame  s(?vere  or  cireuhitory  stasis  marked, — Ea]  Pctten- 
kofer  and  Voit  first  demonstrated  in  one  of  their  patients,  who  w%as  suffering 
from  leukemia,  live  alulity  of  the  organism,  during  rest,  regardless  of  the 
diminution  of  the  crythroeytes,  to  assimilate  as  much  oxygen  as  a  healthy 
person  with  the  same  nourishment.  Neither  do  marked  dtshirhanees  of 
metaholism  occur  in  the  course*  of  leukemia,  or,  if  they  are  now  and  then 
noh'<h  they  are  at  least  not  depemlcnt  upon  the  leukemic  processes  as  such. 
The  ti^ndency  ol  the  leukemic  to  miftrrhtiJ  affrcfions  of  the  reitpimlon/  pa.^siat^ejt 
umy  favor  the  production  of  pulmonary  infiammation  in  some  eases;  in  other 
eases  lymphatic  infiltrations  form  in  the  lungs.  The  development  of  lym- 
phatic nodules  has  heen  noted  in  the  epiglottis,  in  the  larynx  and  in  tlie 
trachea,  also  upon  the  pleura;  not  rarely  do  iransuilates  appear  in  the  pleural 
cavity. 

Painful  non-U Iceratiug  nodes  oceasionnlly  develop  in  the  skhi,  and  must 
he  looked  upon  as  leukemic  lymphoid  formations.  [Deafness  was  produced  in 
one  of  my  cases  l>y  nodules  in  the  ear. — Eu.]  A  tendency  to  profuse  sweat- 
iufj  h  not  rare,  and  adtis  to  the  exhaustion  of  the  patients. 

The  murnujrs  note<i  upon  auscultation  of  the  heart  an^  of  an  aeeideutal 
nature,  the  result  of  the  marked  anemin  which  occurs  in  lenkernia.  fixate 
in  the  course  of  the  disease. — Ed.]  In  eousef]uenee  of  poor  nutritinn  ami 
exhaustion  uf  the  heart  muscle  such  a  dilatation  of  the  heart  may  occur  that 
the  valves  though  still  normal  in  their  length  can  no  longer  close.  Thus  rela- 
tive mitral  and  tricuspid  insndieiency  nuiy  develop. 

Not  only  such  relative  cardiac  insuffieieucies  and  accidental  murmurs  ?iinv 
occur  as  a  consecjuence  of  the  anemia  which  develops  in  leukemia,  luit  also 
quite  a  number  of  other  symptoms  such  as  appear  more  or  le«s  regidarly  in 
any  anemia;  e.g.,  palpitation,  weakness  and  lassifnde,  vertigo,  headache, 
attacks  of  s\mcope,  and  I'dema;  perluifis  also  fever  which  is  irregular  hut  may 
he  at  times'quite  high  (Uir  F.  to  104'  F.). 

In  the  course  of  leukemia,  in  rare  cases,  long-continued  priapism  occurs, 
due  perhaps  to  a  thrombosis  in  the  corpora  cavernosa.  This  symptom  has 
Ifccu  observeil  a  numhtT  of  times,  and  occurs  so  rarely  in  other  conditions 
that  its  presence  should  !m?  considered  snggestive  of  leukemia. 

Of  special  interest  in  the  diagnosis  of  leukemia  are  the  changes  in  the  e%fe~ 
ground  which  oecur  in  the  course  of  the  alTec^tion.  In  keeping  with  the  in- 
creased number  of  white  corpuscles  and  the  anemia  the  fundus  of  the  ove 
has  an  unusual,  pale,  orange-yelfow  appearance.  But  this  discoloration  is  not 
conspicuous  in  all  cases;  it  is  always  absent  if  the  amount  of  hemoglobin  has 
not  been  materially  decreased.     The  so-called  retimfvf  leidrmica  is  character- 
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ized  by  fin  extremely  tortuous  conditioB  of  tlie  veins,  a  barKl-like  opacity  of 
tbu  retina,  and  lieiiiorrhages  into  the  same,  as  well  as  by  opacity,  fndietinct 
contours  and  bluish-yellow  color  of  the  optic  nerve  papilla.  Not  rarely  the 
veins  are  aecompanieil  by  white  streaks,  and  white  areas  intermixed  with  hem- 
orrhagoH  are  visible  in  ttio  niaeula;  the  hemorrhages  arc  circular  in  shape, 
witJi  a  prominent  yellowish- white  center.  Occasionally  there  is  a  tendency  to 
the  development  of  numerous  large  hemorrhages  wbieh  may  also  occur  in  the 
vitreous  body,  so  that  the  ophthulmoseopic  picture  may  resemble  that  of 
thrombosis  of  the  central  vein  of  the  retina.  Such  a  thrombosis  may  occur 
siuiultaneously  witli  beuiorrhages  around  the  optic  nerve  iind  in  the  latter 
itself,  and  uiay  also  devebip  in  the  orbital  portion  of  the  optic  nerve.  Func- 
tional disturbances  are  present  to  only  a  slight  extent, 

Thf  changfH  in  the  ttrine  observed  in  leukemia  are  of  great  importance 
ill  diagnosis,  as  well  as  in  the  study  of  the  disease. 

Apart  from  tlie  occasionally  observed  a! bti minima,  which  is  m  part  the 
result  of  the  anemia,  in  part  the  consequence  of  lynipbomatous  infiltration  of 
the  renal  substance  (which  is  indicated  by  the  presence  of  casts  and  of  a  large 
numl)er  of  leukwytes  in  the  sc*<liment  of  the  urine),  a  change  in  the  excretion 
of  the  solid  constituents  of  the  urine  is  more  or  less  frequently  found  in  leu- 
kemia. An  tihsointf  and  rt' hi  tire  iniTease  of  the  exrrrtion  of  uric  acid  (up  to 
8  grams  per  diem)  has  been  almost  invariably  observed. 

Tbis  increase  of  uric  acid  in  leukemia  is  certainly  not,  as  was  formerly 
suppose*^],  the  result  of  insulhcicnt  oxidation  in  the  organism.  This  opinion 
is  eontrudictiHl  not  only  by  the  results  of  the  investigations  of  Pettenkofer  and 
Voit,  but  also  hy  the  fact  determined  l>y  iStadtluigcji,  that  in  the  body  of  the 
patient  suffering  from  leukemia  the  sodium  urate  which  has  been  administered 
pf'f  OS  is  capable  of  further  oxidation.  Xeither  can  the  excessive  prmluction 
of  uric  acid  he  considered  due  to  the  enlargement  of  the  spleen  commonly 
present  in  leukemia,  as  patients  with  chronic  splenic  tumor  excrete  uric  acid 
in  normal  amounts  in  contrast  to  leukemia  with  enlargement  of  the  spleen, 
in  which  the  excretirm  of  uric  acid  is  umrkixlly  increased.  As  we  know  now 
that  uric  nvltl  originates  from  the  nuclein  which  is  liberated  in  the  dccnmjio- 
sition  of  the  cellular  nuclei,  especially  by  oxidation  of  alloxur  bases  which  are 
contained  in  nucleinic  acid,  the  conclusion  is  obvious  that  the  increase  of  uric 
acid  excretion  in  the  course  of  leukemia  nuiy  be  referred  to  th<'  destruction  of 
a  relatively  greater  number  of  leukocytes  tlian  under  normal  comlitions.  How- 
ever, the  increased  excretion  of  uric  acid  may  also  be  an  expression  of  in- 
creased function,  that  is,  of  metabolism  of  the  su|K^rt!uous  leukocytes,  so  that 
an  increase  of  uric  acid  excretion  in  the  course  of  leukemia  is  by  no  means  a 
proof  of  great  decomposition  of  leukocytes  and  their  nuclei. 

The  excretion  of  tirm  usually  dot\s  not  differ  from  the  normal ;  in  two 
cases  of  severe  leukemic  cachexia  in  my  clinic  Fleischer  and  Pen^oldt  noted 
an  increase  of  urea  excretion,  but  this  was  in  the  late  stages  of  leukemia,  when, 
as  in  carcinomatous  cachexia,  a  marked  decomposition  of  organic  albumin 
with  increase  of  the  excretion  of  nitrogen  occurs.  Hematuria  is  also  observed 
in  the  course  of  leukemia. 

This  svmptom  is  connected  with  the  general  hemorrhagic  diathem  of  the 
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leukemic,  one  of  the  most  importmit  symptoms  of  leukemia  as  reo^ards  diag- 
nosis, and  esperially  as  regards  prognosis.  Hemorrhages  may  occur  in  the 
urinary  passa<?a<  and  in  various  parts  of  tlie  liody,  i.  c,  in  the  respiratory  pas- 
sages, in  Hie  digestive  tract,  in  the  skin  (]>uri>nra),  in  the  snlKutaneous  con- 
nective tissue  (sometimes  in  the  form  of  colossal  hemorrhagic  tumors),  in  the 
muscles,  in  the  internal  parts  of  tfie  e^ir,  etc.;  hemorrhages  are  also  noted 
in  the  central  nervous  system  in  the  course  of  leukemia,  and  may  give  rise  to 
apoplectic  attacks  with  paralysis,  or  they  may  result  in  sudden  death;  these 
intercurrent  hemorrhages  are  usually  the  cause  of  the  fatal  outcome  of  leu- 
kemia,  or,  at  least,  they  predisposii  to  it.  Multiple  effusions  of  Idood  occa- 
sionally occur  in  the  peripheral  nervous  system,  in  (lie  sheatlts  of  the  nervea 
or  in  the  nerves  themselves,  and  these  result  in  fatty  degeneration  of  the  nerves 
and  the  muscles  supplied  Yiy  them.  In  some  cases  of  leukemia  the  liemorrha|:^c 
diathesis  may  so  dominate  the  clinical  picture  that  the  cases  appi»ar  to  l>e 
purpura  hemorrhagica  until  the  examination  of  the  hlood  discloses  the  error. 
[This  is  especially  true  of  the  cases  of  acute  lymphatic  leukemia. — Ed.] 

The  symptoms  of  leukemia — the  increase  in  the  numher  of  leukocytes  in 
the  blood  as  well  as  the  enlargement  of  the  spleen  and  lyinph-glands^^-may  for 
a  time  ameliorate  greatly  in  tlie  course  of  intercurrent  infectious  diseases. 
[Or  even  witlnuit  any  known  cause.  Some  of  these  spontunc^ous  rernissiona 
happen  to  coincide  with  the  inception  of  a  spet'ial  method  of  treatment  and 
lead  to  the  reports  of  curative  drugs,  etc. 

Of  the  remissions  under  X-ray  treatment,  mention  will  be  made  later. 
— Kd.1 

The  classification  generally  in  vogue  until  lately  by  which  individual  cases 
of  leukemia  were  grouped  as  *'  myelogenotm  "  or  as  **  Iifmphatic  '■  leukcmias, 
according  as  the  spleen  or  the  lymph-glands  were  enlarged,  can  no  longer  be 
maintained  from  a  hemfitolotjiral  standpoint,  cli icily  hccause  of  the  imfwr- 
tant  researches  of  Neomann  and  Ehrlich.  For  some  time  we  ditTerentiated 
not  only  hetwc-en  splenic  and  lymphatic  leukemias,  hut  also  between  cases  of 
the  spIenic-meduHanj  variety,  or  those  of  the  pure  malulkry  form  ("  mtftloge- 
nvus  hjukfTHur'),  But  these  designations  for  the  individual  varieties  of  leu- 
kemia, hasetl  a^  they  are  on  the  changes  prominent  in  the  clinical  picture  in 
organs  more  or  less  implicated  in  the  formation  of  the  blood,  are  not  justified  fl 
either  from  a  hematological  or  from  a  clinical  standpoint.  For,  in  l>oth 
forms,  the  lienal  and  ihe  lymphatic,  the  hone-marrow  is  primarily  implicated 
in  the  changes  of  the  hematopoietic  process,  and,  on  (he  otlier  hand,  the  char- 
acteristic blood  picture,  which  in  one  case  may  show  a  markwl  prci>onderance 
of  lymphocytes,  in  another  a  great  majority  of  leukocytes  and  their  primary 
stages,  h  usually  not  at  all  altered,  whether  the  lymph-glands  or  the  spleen 
are  enlargeil  or  not.  We  therefore  recur  to  my  chosen  differentiation  of  only 
two  varieties,  according  to  the  point  of  origin  of  the  cell  forms  which  are 
markedly  increased  In  the  blood — iifmphonfie  Jpukerma  and  hukocyie  leu- 
kemia. Tlie  dilTercntio-diagnostic  points  of  these  two  varieties  of  leukemia 
arc  the  following: 

1.  Lymphocyte  Leukemia,  The  blood  picture  is  characterized  by  a  eoD- 
spicuous  preponderance  of  large  and  small  Jfjmpkoaftes  in  comparison  to  the 
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leukocytes,  Nurleated  retl  l>lnnd  ix4!s  and  mofrsilohlttst?*,  althaii|TTT  foiiTid  in 
the  bloml  in  lyinplincvte  leukemia,  yet»  compared  with  their  usual  alnmdanoe 
in  leukocvto  leukemia,  are  by  no  means  prominent. 

Accord in<j  to  the  course  of  the  atfection,  two  varictic^s  must  be  dilTcrcn- 
tiated,  I  lie  lunde  and  the  chronie, 

A  cu i e  Itj m ph o ctj t e  If  ti k r w  ui  ( " *  ar ui c  / /; m ph  r ' m i/i^'),  t b e  recogn i t i on  of 
which  we  owe  aliovc  all  to  Ebstein  and  A.  Fraenkel,  is  characterized  by  its 
rapid,  often  febrile,  eoursie,  resembling^  a  severe  infectious  disease.  Besides  the 
iisnally  insi^rnifieant  enlar^^ement  of  the  fipleen  and  lymph-glands,  the  other 
clinical  phimoniena  (^f  leukemia  arc  present,  stomatitis,  retinitis,  etc.  Most 
prominent  in  the  clinical  picture  is  tlie  hemorrhagic  diathesis,  so  that  the 
ailVction  lias  the  appearance  of  purpura  hcmorrluiirica  and  may  be  confminded 
with  this,  all  tlie  more  so  as  tlie  hemorrhages  occasionally  occur  before  the 
characteristic  blomi  picture  of  acutf  lyrnphemia  is  formed.  The  blood  picture 
itself  is  highly  cbaracteristic :  Pn^pornkTance  of  the  lymphocytes,  especially 
of  the  large  ones,  very  rarely  of  the  smaller,  with  a  vesicle-like,  sometimes 
def^l>ly  indt^nted  nucleus;  erytbroblasts  are  present  although  few  in  num- 
ber; the  polynuclear  cells  are  not  only  relatively  but  also  absolutely  dwreased. 
The  nund»er  of  white  Irlood  celU  compared  to  the  red  ones  nuiy  l)e  extraordi- 
narily great  (up  to  1  to  l!).  [In  the  nuijority  of  cases,  however,  it  is  not 
excessive^mueh  leas  than  in  myelogenous  eases. — Ed,]  The  afTection  may 
terminate  fatally  in  a  few  days  or  a  few  wwks, 

Vhronic  hfmphaft^lt'  h-ttkctttia  is  ditferenliated  from  the  above-described 
form  by  its  greatly  protracted  course:  (Jradual  enlargement  of  the  lymph- 
glands,  especially  those  of  the  neck,  also  enlargement  of  the  spleen  to  a  greater 
or  less  extent.  In  rare  cases,  even  in  a  very  chronic  course  (in  one  case 
under  my  observation  the  affection  lasted  at  least  two  years),  only  insignificant 
enlargements  of  the  glands  appear.  The  lymphoid  hyperplasia  of  tlie  bone- 
marrow  is  present  here,  as  in  the  acute  form.  The  hemorrhagic  diathesis  is 
also  quite  markt*^!  in  the  chronic  form  of  leukemia,  and  as  conse<]uences  of 
anemia  there  may  be  a  great  variety  of  symptoms,  sucli  as  dilatation  and 
insutficiency  of  the  heart,  etc.,  which  may  threaten  life.  The  blood  picture 
in  the  main  resemhies  that  of  the  acute  form,  i.  e.,  mononuclear  lymphocytes, 
but  usually  the  small  forms  are  most  prominent,  whereas  the  other  colorless 
blmid  cells  are  almost  absent.  Larfje  lymphocytes  are  also  found  in  chronic 
lymphocyte  leukemia  during  the  entire  course  of  the  afTection,  and  in  rare 
cases,  as  in  the  acute  form,  they  may  even  dominate  the  blood  picture, 

2.  Leukocyte  LECKEMfA,  ht^  far  (he  mosi  frequmi  form  of  leukemia,  may 
he  easily  ditfcrrmtiatcfl  from  both  of  the  last-mentioned  varieties  of  leukemia  by 
its  entirely  di  tie  rent  bloml  picture.  The  increase  of  the  white  blood  cells  is 
usually  very  marked :  here,  however,  the  polymorphonuclear  hukoajles  are 
greatly  increased  in  the  microscopic  picture:  nenirophllfs,  and.  above  all, 
eosirtophilir  p>olynuclear  cells  are,  as  Ehrlich  has  found,  always  fibsohdeltj  in- 
crmaed.  There  is  invariably  an  absolute  inarase  of  the  masl-cflls  which  occa- 
sionally are  twice  as  numerous  as  the  eosinophiles,  and  their  determination  is 
of  great  importance  in  a  diagnostic  respect  because  a  nuirked  increase  of  the 
mast-cells  is  only  observed  in  leukemia.     [The  absence  of  nmst-cells  was  espe* 
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cially  noted  in  3  of  niy  41  cases.— Ed.]  The  phenoiiieiion,  however,  ' 
especially  characterizes  leukocyte  leukemia,  aud  shows  its  origin  to  be  the 
changes  in  the  bone-marrow  (''' mi/eloffenous  leukemia''),  is  that,  besides  the 
polynuelear  eells^  their  ancestors,  the  motionuclear  granidar  leukocyte^?,  i.e., 
the  neutrophilic  and  eosinophilie  myeloeyies.  arc  always  found  in  the  blood 
and  Decisional ly  are  found  in  sueh  great  numliers  (up  to  KKJJMKI  per  c.min.) 
as  to  sinmlate  at  first  sight  the  blood  picture  of  acute  lympheuiia  with  its 
large  mononuclear  cells;  &onie  of  the  myelocytes  show,  as  has  already  been 
stated,  eoart?e  e<»sinophilic  granules  (eosinophilic  myelocytes).  The  cells 
which  have  lieen  described,  the  polynuelear  cells  as  well  as  the  mono  nuclear, 
are  oeeasirmally  large,  at  other  times  remarkably  small  ("dwarf  forms''). 
Besides  these  innuatiire  leukocytes  (the  uiychieytes),  which  normally  are  not 
met  with  in  the  circulating  Idood,  other  immature  forms  of  ert^throrytes  also 
originating  in  the  bone-nuirrow  are  found  in  the  eireulating  blood  stream  of 
patients  with  leukocyte  leukemia,  such  as  normoblasts  and,  more  rarely, 
megahthhisis  in  varying  amounts,  at  times  in  great  numbers. 

The  enlargement  of  the  spleen  in  this  variety  is  especially  well  marked, 
the  enhirgement  of  the  lymph-glands  is  sometimes  quite  prominent,  at  other 
tiuies  less  so.  [Sec  eilitorial  note  on  ]>age  3riL^ED.]  It  is  renuirkahle  that 
we  rarely  have  an  opportunity  to  observe  the  development  of  the  tumors  step 
by  step.  Usually  the  physician  sees  the  disease  in  its  full  intensity,  so  that 
we  must  assume  that  leukocyte  leukemia  rapi<lly  reaches  the  acme  of  its  devel- 
opment. Besides  the  splenic  tumor  and  the  enhirgement  of  the  glands,  the 
other  clinical  phenomena  have  already  l>een  fully  descrilx^d:  The  hemorrhagic 
diathesis,  the  retinitis,  the  increase  of  uric  acid  in  the  urine,  etc. 

From  an  etiological  standpoint  there  is  little  of  value  in  the  diagnosis  of 
leukemia-  In  some  eases  leukemia  appears  to  follow  infectious  diseases  (ma- 
laria, diphtheria,  the  puerperium,  influenza,  etc.),  or  occurs  in  connection  with 
trauma^  as  concussions  (perhaps  especially  of  the  bones).  These  "causes" 
of  leukemia,  considered  as  direct  agents  producing  the  disease,  are  of  very 
questionalile  nature.  This,  tlierefore,  jvistified  tlie  sensation  which  foHowi^ 
the  "discovery*'  of  Lciwit  (who  had  already  distinguishe<l  himself  b}'  his 
studies  regarding  the  leukemic  process)  that  the  disease  was  due  to  the  pres* 
ence  of  amcehae  in  the  blood  and  in  the  organs  producing  the  blood  cells.  In 
leukcwyte  leukemia  I>'>wit  f<uind  a  forui  nf  auielia  which  he  lM?lieved  to  increase 
in  the  bbiod  by  sporulation  (hiemauKelia  huca^miic  magna);  in  lyniphoevte 
leukemia  another  form  of  parasite  differing  from  the  former  by  its  active 
motility  (ha^mauueha  leue.  parva  viva.x).  Douldless  Lowit's  discovery,  if  con- 
firmed, would  be  of  the  greatest  value  in  the  explanation  of  the  nature  of  leu^ 
kemia ;  but,  unfortunately,  we  cannot  as  yet  reckon  with  this  factor,  as  the 
investigations  are  liy  no  means  concluded  and  have  cailed  forth  many  contra- 
dictory opinions.  [There  are,  T  think,  no  contradictory  opinions  among  those 
who  have  studied  lAiwit's  preparations,  and  repeated  his  technic.  Comjx^tent 
observers  are  unanimous  in  believing  that  lj<>wit's  supposed  parasites  were,  in 
fact,  artefacts.     No  competent  investigator  has  confirmed  Lihvit*s  work. — ^Ed,] 

In  the  author's  opinion,  leukemia  is  due  to  a  i^peeifie  poison,  which  impairs 
the  process  of  blood  formation,  espec:ially  that  of  the  white  blood  cells.     In 
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hlfi  opinion,  the  importani  fftirsiion^  in  all  hhod  dheases,  t/f  this:  What  I'ind  of 
poison  is  it  which  is  affecting  the  process  of  blood  formation  in  each  individual 
caset    On  this  depeud  the  change??  manifei^t  in  the  hlood. 

1.  If  the  damage  eliiefly  atTects  the  red  blood  cells,  simple  "  anemia  '*  re- 
BuUs,  in  which  the  erythrocytes  deviate  more  or  less  from  the  normal  in  their 
number,  shape,  maturity  and  hcmoglolrin  percentage,  while  the  white  corpus- 
clesa  are  alTectwl  oidy  incidentally,  mid  especially  n^  to  their  number, 

2.  If  the  poison  atfeets  chielly  the  pnx'ess  of  generation  of  Hie  white  cor- 
puscles, m  that  their  nuuiber  is  increased  and  their  morphotic  relation  is 
pathologically  altereii,  the  blood  disease  presents  itself  in  the  form  of  a  leu- 
kemia, 

3.  If  the  damage  affects  all  components  of  the  blood  equally,  blood  dis- 
eases result  that  represent  a  complete  upsetting  of  the  process  of  Idond  forma- 
tion with  changes  in  tlie  number  and  form  of  both  the  white  and  the  red  blood 
cells — blood  diseast^s  usually  described  as  transitional  or  mixed  forms  of  per- 
nicious anemia  and  leukemia.  It  is  dit!icult  to  classify  satisfactorily  the 
individual  cases  of  this  group  as  anemia  or  leukemia,  if  the  n^ual  terms, 
anemia  and  leukemia,  are  used  as  mutually  exclusive.  I  believe,  therefore, 
that  it  is  advisatde  to  give  them  a  special  name,  for  instance,  "  leukanemia  " 
or  something  similar,* 

In  tliis  form  of  blood  disease,  ,as  already  remarked,  the  production  of  rc^l 
and  white  blood-corpuscles  is  wholly  upset,  and  accordingly,  in  the  blof>d  pic- 
ture, decided  changes  ap|>ear  in  the  leukwytes  as  well  as  in  the  erythrocytes, 
such  changes  m  we  are  accustomed  to  note,  on  the  one  hand  in  leukemia,  and  on 
the  other  hand  in  pernicious  anemia.  Blood  formation  may  cease  entirely, 
and  til  is  deficiency  can  no  longer  he  compensated  in  any  manner,  so  that  the 
organism  soon  succuml>s  fo  the  pernicious  blood  disease.  Clearly  to  illustrate 
the  alTeetion  which  1  designate  as  leukaneniia  I  shall  quote  the  complete  history 
of  a  case  observed  in  my  clinic: 

A  l)oy,  K,  Ij,,  aged  ten,  entcrefl  the  hospital  May  fith,  and  died  May  9,  1000. 
Patient  is  sjiid  to  have  been  always  weak,  but  never  seriously  ill,  and  attt  iidcd 
school  regularly  up  to  April  2:.M.  ]\Ii!d  symptoms;  twice  vomiting  occurred, 
so  that  the  patient  was  compelled  to  remain  at  home  from  April  22d  to 
April  29(1l  On  April  2J>th  he  sang  as  a  choir  boy  in  church,  and  on  May  1st 
again  attendeil  school,  but  on  May  5th,  on  account  of  his  pallor,  whicli  the 


1  In  my  opinion,  it  is  well  to  carry  out,  in  the  main,  this  classification  of  blood 
diseases,  in  npite  of  the  fiiet  ttint  in  typical  Icukeniias  not  only  nornioljIimtH  art"  found 
but  also  now  an<J  then  nii-pilobhists,  und  olthovi^^h,  vicp  versa,  jipart  from  ttie  alterations 
in  the  ditferentiiil  count  (ttie  predominanoe  of  lymphocytes  K  a  few  inyeloeytes  are 
occaHJonally  fount!  in  Hrterr  fjurmiuM,  Hut  thene  timiitii^s  arc  of  .suLK>rdiniitc  ami  necond- 
ary  irn|>ortanee  eompared  with  the  primary  condition,  aeeordinj^  to  whieh  ttii'  diseai*o, 
in  eonsfmnnec  with  the  funthiiiiental  prim'iple  of  nu.srdopT.'  '*  a  potiori  fiat  denoininutio," 
lA  to  1m*  ,'aij>oken  of  in  one  case  an  ienkeniia.  in  another  as  anu'nu'a  fjnivis.  .ind  by  all 
diagnosticians  in  thus  eonniionly  rlpsifTTiated.  A  dispense  can  only  reeeive  the  n;ifric  of 
'*  leukiinemia "  when  lK>tli  leukocytes  and  erythrocytes  are  nnifornily  iinil  decidedly 
dannv^ed  in  their  development,  when  the  ea^e  can  neither  he  put  in  the  category  of 
lenkenda  nor  in  that  of  prnieions  anemia^  and  when  the  division  of  blood  diseu^es  into 
two  groups  is  no  longer  possible. 
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teacher  noticed,  he  was  sent  home.  From  May  3d  to  May  6th  he  still  took 
his  food  with  appetite;  then,  four  days  before  his  death,  epistaxis  occurred, 
with  yellow  discoloration  of  the  skin;  pain  in  the  nape  of  the  neck  and  tooth- 
ache appeared,  as  well  as  pain  in  the  epigastrium.  In  the  course  of  the  day 
severe  apathy  became  more  and  more  noticeable,  increasing  to  complete  loss 
of  consciousness,  so  that  the  patient  was  brought  by  his  relatives  to  the  Julius 
Hospital. 

Status  prcpsens:  The  appearance  of  the  patient  denoted  serious  illness; 
skin  and  mucous  membranes  deathly  pale;  eyelids  and  hands  markedly  edema- 
tous; the  skin  over  the  rest  of  the  body  slightly  bloated,  showing  yellow 
discoloration  but  not  jaundice;  conjunctivae  snow-white.  Coma.  No  opis- 
thotonus, no  rigidity  of  the  neck  and  no  spasms.  Pupils  dilated,  reacting 
normally.  Liver  and  spleen  moderately  enlarged  and  hard;  sensitive  to  pros- 
sure.  The  muscles  of  the  calves  of  the  legs  not  especially  sensitive  to  pressure, 
but  the  bones  of  the  thigh  as  well  as  the  sternum  extraordinarily  so.  Lungs 
normal.  The  cardiac  dulncss  extended  to  the  right  sternal  border;  heart 
sounds  clear;  gallop  rhythm,  undulation  of  the  veins  of  the  neck.  Urine 
contained  traces  of  albumin;  no  albumoses,  no  casts.  The  ophthalmoscopic 
examination  showed  feeble  filling  of  the  vessels,  especially  of  the  arteries, 
which  were  mere  threads — **  marantic  thrombosis  of  the  central  artery  with 
numerous  disseminated  hemorrhages."     Temperature  102**  F.  to  104**  F. 

As  the  symptoms  of  extraordinary  impoverishment  of  the  blood  were 
present,  besides  a  slight  enlargement  of  the  liver  and  spleen,  the  diagnosis 
was  set  down  as  "'  severe  anemia."  On  account  of  the  edema  of  the  skin 
and  the  ])resi'nre  of  albumin  in  the  urine,  a  nephritis  was  at  first  thouglit 
to  be  the  cause.  Tliis  assumption,  however,  was  dropped  when  it  was  found 
that  only  traces  of  albumin,  Init  neither  blood  cells  nor  epithelium,  nor  even 
casts,  wore  prostMit.  An  acute  infection  seemed  much  more  likely,  and  the 
rn])i(l  ('r)urs(»  of  tlu»  disease,  the  severe  disturbance  of  the  general  condition, 
the  lii^di  fever,  the  enlarirement  of  liver  and  spleen  and  the  albuminuria  were 
in  favor  of  this.  Vet  the  clinical  picture  did  not  correspond  to  any  of  the 
usual  infectious  (liM»ns(»s.  It  was  obvious  that  only  an  exact  examination 
of  the  blood  would  elcjir  nway  tluse  dia<:nostic  difficulties. 

The  blood  count  showed  an  (»xcessiv(»  diminution  in  the  number  of  eryth- 
rocytes: '^r)(;,(M)(i  |)(M*  c.mm. !  The  blood-corpuscles  varied  in  size  (with  some 
mc;r;docytcs).  and  tiic  trincid  stain  showed  that  some  red  corpuscles  contaimnl 
nuclei:  Xormoblasts  T().  m(»<:alol)lasts  152,  in  a  c.mm.  The  amount  of  homo- 
^dobin  of  tin*  entire  Mood  wa<  not  more  tlian  10  per  cent.,  the  hemoglobin 
contents  of  the  in<livi(lual  blood-corpuscles  (color-index)  was  therefore  rela- 
tively iiicrca-cd. 

Tlic  al)solute  nu]id»er  of  white  blood  cells  was  scarcely  increased,  10,r»00, 
tbou;.di  wln-ii  compared  with  llie  total  number  of  the  erythrocytes  it  soouuhI 
bi.Ldi,  1:'.M.  Tlic  ]nor|»liolo<ry  of  the  leukocytes  and  the  proportion  of  the 
individual  leukocyte  varieties  to  (»ach  otbcM*  <leviated  ^rreatly  from  normal  con- 
ditioTi<.  M)  tbat  tlic  Mood  picture  resembled  that  of  leukemic  blood.  Besides 
the  u-ual  neutroj)liilic.  polynuclear  leukocyte-  wbicb  were  present  in  dimin- 
ished amounts  (1,(180),  nuiny  my(do(ytes  were  >Qvn  (1,380  neutrophiles  and 
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76  eosinophik^) ;  mast-cells  were  absent;  hnwever^  there  were  large  mono- 
nuflear  leukocytes  {22S)  and  reinarkahly  numerous  lyriiphoeytes  (4,260), 
large  and  small— almost  as  many  m  polynuclear  cells.  Expre^ssed  in  per- 
centage the  blood  cfmtained:  Lymphocytes  40.2  per  cent,  (large  35.3  per  cent, 
small  4.0  per  cent.);  ]wlynuetears  (neutrophilic  leukocytes)  44.1  per  cent*; 
myelocytes  13.0  per  cent,  (neutrophiles  13  ]>er  cent.,  eosinophiles  0.0  per 
cent.);  large  mononuclears  *^.l  per  cent.;  and  but  very  few  mast-ceils  (only 
one  found  in  all  the  blood  preparations  examined). 

The  course  of  the  affectiou  during  tlie  four  days  in  which  the  patient  was 
in  the  hospital  was  extraordinarily  rapid.  The  temperature,  which  varied 
between  10'^. 2°  and  104°  F.  from  the  first  to  the  second  day,  dropped  on  the 
third  day  to  100.4*'  F.,  falling  ufwn  the  fourth  day,  when  death  cK'ciirred,  to 
91.1°  F. ;  eonseiousnesH,  which  bad  been  lost  prior  to  his  admission  to  the 
hospitah  returned  on  the  second  day,  and  continued  until  deatli.  The  energy 
of  the  heart,  however,  weakened  from  hour  to  Imur.  The  cardiac  dulness, 
which  was  normal  at  the  onset,  became  more  and  more  extended  without 
the  appearance  of  murmurs.  Weakness  increa.sed  until  death  oecurrefl  on 
May  OtlL 

The  clinical  diagnosis  entered  at  the  Patliological  Institute  was:  "^Pro- 
gressive jjcrnicious  anemia,  enlargement  of  the  liver  and  spleen,  infectious 
dejsfenerative  processes  in  the  bone-marniw  with  disturbances  in  the  formation 
of  red  and  white  blood-corpuscles;  dilatation  of  the  heart,  myocarditis  (?).^' 

The  main  j>oints  in  the  autopsy  reyiort  (v.  Hindtleisch)  may  l»e  mentioned 
as  follows:  Excessive  anemia  of  the  entire  body*  The  marrow  of  ttie  femur 
in  its  lower  half  everwhere  red,  that  of  the  sternum  reddish.  Spleen  some- 
what enlarged,  13.5  cm.  in  length,  8  cm.  in  breadth,  3 J  em.  in  thickness:  upon 
section  lighter  than  normal,  consistence  somewhat  soft;  Malpighian  bodies 
enlargixl,  iiulistinct.  Liver  of  iirm  consistence,  gives  a  distinct  amyloitl  reac- 
tion, which,  however,  soon  disappears  when  the  organ  is  placed  in  water. 
The  heart  is  distinctly  dilated,  particularly  in  the  right  ventricle;  the  left  ven- 
tricle somewhat  less  so.  The  nniscles  of  the  heart  are  very  anemic,  parts 
showing  grayish  discoloration  and  puncHform  hemorrhages;  fatty  degenera- 
tion of  the  muscular  trabeeuhe  in  the  left  heart.  No  enlargement  or  change 
in  the  lymph-glands.  Kidneys  pale,  in  part  showing  a  dapple<l  anemia; 
capsule  petds  easily ;  consistence  somewhat  firmer  tlian  normal. 

The  anatomical  diagnosis  (v,  Kiodtleisch)  was  as  follows:  Anfrmia  maxima 
corporis  lotius;  Ilrfperfmna  o.^sium  cum  in  fill  rations  eel  hi  tart  pariim  leuho- 
Ci/fica  pariim  erifthronftira.  Lien  hifperphsticm  ex  intnmesrenlia  hnl'oetjUai 
corpifsf'uhrtfm  MfilpitjhU.  Hepar  modice  aucfum  degeneraiio  hepafis  amif- 
loidea.  Dt'tjenerntio  ronJis  fulipo.^a  prfrsrriim  vfniriettli  siniMri,  dilalatio 
venfriculi  sinistri.     Mfforfirditis.     (Edema  pttJmorti.s,  aieheta^si^. 

Microscopical  examinations  (v.  Rindfleiseh)  showed:  In  the  gpleen  areas 
of  softening,  in  the  internal  parts  of  which  were  ahscess-Iikc  accumulations 
of  ]>olynuclc}ir  cells  but  without  pyogenic  cocci ;  a  softening  of  all  the  Mal- 
pighian Innlies  with  transformation  of  their  lymphm^ytes  rnto  pus  cells.  Amy- 
loid degeneration  of  the  liver  not  afTeeting  the  interstitial  tissue  hut  merely 
the  liver  cells  proper,  which  alone  gave  the  amyloid  reaction.     The  blood- 
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yessels  as  a  whole  were  free  from  amyloid  but  contained  numerous  detached  i 
large  myeloeytes  besides  red  corpuscles.  As  a  curious  finding  may  be  men-" 
tioned  small  foci  of  liquefaction  about  one-fourth  the  diauieter  of  an  acinus 
filled  exclusively  with  polynuclcar  leukocytes  and  liver  cells  in  the  prrcess 
of  gradual  dissolution,  but  containing  no  cocci.  These  foci  were  situated 
sometimes  near  the  edge  of  the  acinus,  sometimes  near  the  center,  and  were 
rarely  continent.  No  siderosis  could  be  determined  in  several  examinations. 
The  heart  muscle  showed  fatty  degeneration  with  fragmentation  of  the  fatty 
muscle  filM?rs  and  hemorrhages  the  size  of  a  millimeter.  Kidneys  principally 
auernic.  The  bonc-marrow  contained  chiefly  large  myeloeytes  with  hirge  nu- 
clei, slightly  or  not  at  all  granular.  Normoblasts  were  found  mostly  around 
the  small  hemorrhages;  mcgaloblasts  were  more  scanty, 

Epicrin^, — The  blood  findings,  in  so  far  as  they  relate  to  the  red  blood- 
corpuscles  (*^ 5 0.000  erythrocytes,  7fi  normoblasts,  152  mcgaloblasts  in  a 
c.mm,).  would  class  tliis  affection  as  pernicious  anemia,  and  at  that  the  usual 
form— the  metaplastic— with  transition  of  the  yellow  bone-marrow  into  red, 
with  formation  of  profuse,  nucleatcHl  re<l  blood-corpuscles,  and  esfH^cially  of 
mcgaloblasts  in  the  marrow,  and  tlieir  entrance  into  the  circulating  blood. 
The  eiTthrocytes  were  relatively  rich  in  hemoglobin,  corresponding  to  the 
usual  finding  in  pernicicnis  anemia. 

The  condition  of  the  white  corpuscles  in  the  case  in  question  is  more 
important  than  tluit  of  the  n*^!.  We  note,  point  for  point,  that  the  findings 
correspond  to  letikemic  blood,  yet  there  is  no  absolute  increase  wortli  men- 
tioning in  til*'  wliite  blood  cells. 

The  great  number  of  myelocytes  in  the  blood  (and  also  in  the  bone- 
marrow)  is  primarily  conspicuous;  they  form  one-seventh  of  all  the  leuko- 
cytes. According  to  our  present  knowledge  of  the  genesis  of  the  leukocytes, 
myelocytes  may  he  lookt'd  uj>on  as  the  product  of  blood  cell  formation  in  the 
bone-marrotv,  and  as  the  prior  stage  of  the  poly  nuclear  leukwytes  of  the  lihHHh 
Jt  can  hardly  be  disputed  that  in  our  case  the  transportation  into  the  blood 
of  Ihese  immature  leukocytes  (the  monornu-lear  neutrophilic  and  eosinophilic 
myelocytes)  represents  a  process  in  the  Itlood  analogous  to  the  emigration 
of  the  iiiuualure  erythrocytes,  the  normoblasts  and  the  megaloblasts.  This 
analogy  is  so  natural  that  the  question  may  well  arise  whether  this  condition 
— t^migration  of  immature  leukocytes  with  the  simultan(?ous  emigration  of  the 
imuiature  erythrocytes  from  the  hone-marrow  into  the  hbiod — dr»es  not  occur 
frer|uenlly  in  j^ernieious  anemia,  and  even  whether  it  does  not  in%ariab1y 
occur.  To  decide  this  question,  only  the  latest  investigations,  based  upon 
methods  of  staining  that  are  in  use  to-day,  should  be  considered.  From  re- 
searches which  are  in  this  respect  decisive  it  is  shown  that  the  apj>earance 
of  myelocytes  in  the  blood  of  patients  suffering  from  pi^rnicious  anemia  is  not 
usual;  generally  none  or  apparently  but  few*  (at  the  utmost  np  to  0.5  per 
cent.)  of  these  immature  leukncytes  are  found.  In  our  case,  liowever,  the 
blotxl  was  rich  in  myehwytes — they  represented  one-seventh  (!)  of  the  white 
blood  cells  and  tlie  one-hundre<l-and-eighty-fourth  part  of  all  the  bhxid  cells. 
We  must,  therefore,  assume  in  this  rare  ease,  that  trr  were  ihalinfj  with  an 
insufficiency  in  the  function  of  ike  bone-marrow,  affecting  stmnltaneously  the 
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formaiuin  of  the  red  as  wfU  as  of  thf  white  ceUs,  so  that  the  embryonic  forms 
of  the  red  and  white  cells  did  not  come  to  maturity.  The.se  cells,  i.  e.,  of  the 
(nucleated)  normoblasts  and  megaloblasts  as  well  as  of  the  myelocytes,  appear 
to  have  eniig^rated  into  the  blood  l>efore  their  transformation  into  normal, 
finished  blood  cells  could  be  completed. 

Another  striking  leatnre  of  tlie  case  was  that  (besides  the  neutrophilic 
or  eosinophilic  granular  myelocytes)  non-granular  myelocytes  and  even,  what 
is  more  conspicuous,  Don-graniilar  polynuclear  cells  could  be  demonstrated 
with  certainty  in  the  circubiting  blood — a  fact  that  may  jwrbaps  be  explained 
by  supposing  that  in  this  rapid  and  abbreviated  hematopoietic  process  not 
even  granulation  could  take  place,  much  less  complete  maturity  of  the  leuko- 
cyte forms  produced  in  the  bone-marmw. 

While  the  individual  points  m  the  blood  picture  of  our  ease  which  have 
been  described  up  to  this  time  can  l>e  brought  into  genetic  connw^tion  only 
with  a  severe  damage  in  the  function  of  the  bone-marrow,  this  source  of 
disturbance  of  the  blomi  formation  is  questionahle  because  of  the  remarkable 
Tctaiire  bier  rase  of  the  Itjmphocytes  in  the  blood  (40  per  cent,  of  lymphocytes 
compjared  with  44  per  cent,  of  polyouclears). 

We  mi^bt  at  first  su[)pose  the  latter  to  be  only  an  expression  of  the  mark- 
edly diminished  product  ion  of  the  polynuclcars  in  the  bone-marrow,  i,  e.,  a 
relative  increase  of  tlic  lymphocytes  because  the  formation  of  polynuclears  in 
the  bone-marrow  is  reduced,  while  that  of  the  lymphocytes  in  the  spleen  and 
lymph-glands  continues  mdiindered — and  this  corresponds  to  the  important 
fact  which  Stranss  determined — the  relative  increast^  of  the  lymphocytes  in 
pernicious  anemia.  The  circumstance  that  3-^>  per  cent,  of  large,  and  only 
5  per  cent,  of  sojalb  forms  were  found  in  the  blood  is  opposed  to  tins  view\ 
Therefore  a  disturbance  in  tlie  formalism  of  lymphocytes  must  in  this  case 
be  assumi-Hl.  It  has  lately  been  regarded  as  certain  that  lympboeytcs  are  nor- 
mally produced  not  only  in  the  spleen  and  in  the  lymph-glands  hut  also  in 
the  bone-marrow;  hence  it  appears  rational  to  bold  the  damaged  function 
of  the  hone-marrow  responsible  also  for  the  disturbance  in  lyoiphocyte  forma- 
tion which,  in  our  case,  no  doubt  existed.  Bat,  in  my  opinion,  this  is  im- 
possible, since  the  lymphocytes  in  the  bone-marrow,  examined  post  mortem, 
were  very  few,  while,  in  contrast,  the  tissue  fluid  taken  from  the  spleen  one 
hour  after  death  contained  profuse  amounts  of  large  and  small  lymph-cells. 
It  appears  to  me,  therefore,  that  any  otlier  view  than  the  following  would  be 
forced,  namely,  that  ike  increase  of  hjmph-celU  in  the  blood  was  due  to  a 
great er  formation  of  these  celts  in  the  spJeen,  This  idea  is  the  more  plausible 
since  the  lymph-glands  in  our  case  were  everywhere  absolutely  unchanged. 

The  results  of  the  analysis  in  this  case  may,  therefore,  be  summarized 
as  follows: 

A  simple  pernicious  anemia  was  not  present,  in  spite  of  the  fact  that  the 
blood  sliowe*!  the  ebaractenstie  changes  of  pernicious  anemia  in  tbe  ben^oglo- 
bin-eontaining  cells  circulating  in  tbe  IiIocmI,  tbe  erytbrocytes.  Against  perni- 
cious anemia  was  the  enormous  production  of  myelocytes  and  their  transporta- 
tion into  tbe  blood,  the  scanty  presence  of  megalnhlasts  in  the  lione-marrow, 
and  the  absence  of  siderosis  of  the  liver.     But  the  diagnosis  of  leukemia  doe« 
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not  fit  the  fticts  acy  better ;  for,  in  thii^  eai^o,  there  was  no  absolute  increase  of 
t)ie  white  l)loo<l-corpuseles  and  nn  ab-soliite  increase  of  the  eoshiophile  eelb; 
in  fact,  the  numkT  of  theni  in  this  case  w&&  deeidedly  diminished  (0.6  per 
cent.);  moreover,  Chareot's  crystals  were  not  present  in  the  bone-marrow. 
These  faets  searcely  coincide  with  the  ai^sumption  of  a  leukemia  which,  in 
this  case,  must  certainly  have  ori^^inated  in  the  l>one-nuirrow  (it  nui^'^t  be 
renicnd)ered  that  the  niyeloc}ies  alone  constitute  one-seventh  of  all  the  leuko- 
cytes). 

We  may,  therefore,  say  that  in  this  ca^e  we  were  dealing  with  a  severe, 
pf'rhap.K  infedwus^  ili.'ilurhffnce  of  (hf  proccn^  of  formation  of  ike  blood  cell» 
in  the  hone-tn(irron\  and  thai  IhLs  afftfird  dtp  red  as  tvH!  as  the  white  hlood- 
corpuscles,  with  the  rcsitU.  that  hoik  remained  in  an  immature  condition^  the 
white  cells  nrA  even  being  perfedhf  granular.  This  redndion  of  the  fnnctian 
of  the  hone-marrow  in  a  few  days  led  to  t!ie  complete  eci^sation  of  blood  for- 
mation, and  this  to  the  destruclioo  of  llie  vitality  of  the  or;^anism.  Besides 
the  cessation  of  the  function  of  the  bone-marrow,  the  function  of  the  s^pleen 
was  severely  damage<l  as  regards  the  production  of  lymphocytes,  which 
were  produced  in  a  hurry  and  hence  entered  the  blood  chictly  as  large 
lymphoeytea. 

The  essential  feature  of  this  case  of  huhanewia  is  the  fact  that  the  devel- 
opment of  both  red  and  white  corpuscles  was  atfected.  In  leukemia,  on  the 
other  hand,  it  must  be  supposed  that  the  specific  {x>ison  is  concentrated  essen- 
tially U[)on  the  white  eorjmscles,  souietimes  the  lyrnpliocytes,  sonietinies  the 
leukocytes,  according  to  tbe  nature  of  the  irritant.  The  process  in  leukemia 
is  probably  as  follows: 

By  the  continuous,  not  transitory,  action  of  the  poison,  a  more  rapid 
production  and  washing  out  of  while  cells  is  brought  about,  and  during  tfiis 
process,  not  only  nuiture  forms  but  also  immature  elements,  sometimes  more, 
sometimes  less,  pass  into  the  blood — in  the  leukocytic  leukemia  the  myelo- 
cytes, in  the  lym[diocytic  leukemia  large  lymphoid  cells  (which  may  be  re- 
garded at  least  with  probability  as  immature  elements,  normally  not  yet  fit 
to  pass  into  the  blood).  T!ie  emigration  of  the  complete  polynuclear  cells 
(and  partly  perhaps  of  t!ie  myelocytes)  may  be  easily  explained  as  a  conse- 
quence  of  their  ameboid  contractility,  whereas  the  enormous  emigration  of  the 
lymphocytes  which  in  lymphocyte  leukemia  are  incapable  of  amelmid  move- 
ment is  apparently  dithcult  to  understand.  However,  I  believe  there  is  nothirtg 
against  the  assumption  that  the  lymphocytes,  because  of  their  production  in 
excessive  nund>ers,  may  also  enter  the  circulating  bloo<l  in  large  numbers,  as 
they  do  under  normal  conditions,  i.e.,  by  "passive  exudation,"  owing  to  an 
unusually  strung  lyTuph  circulation,  pU\,  provided  the  processes  which  nor- 
mally cause  the  entrance  of  the  lyruphtx-ytes  are  more  active,  which  is  true 
to  a  varying  extent  in  different  cases.  ■ 

This  of  itself  leads  us  to  discuss  the  question  of  the  part  in  the  leukeniic 
process  which  is  taken  by  the  various  organs  in  which  blood  cell  formation 
normally  takes  place.  It  may  to-day  t>e  regarded  as  certain  that  the  honf- 
marrow  is  particuhirly  implicaltMi  in  leukemia,  not  only  in  leukocyte  leukemia 
but  also  in  lyviphocyie  leukemia. 
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We  may  assume  that  normally  tlie  majorit}^  of  the  lyTiipliocytes  are  pro- 
duced in  the  spleen  nml  lymph-glandi?,  and  only  a  few  in  the  bone-marrour. 
As,  however,  hypcTplasias  of  the  spleen  and  lyniph-^lands  occur  without 
l}7npheniia  (/*  pseudo-leukemia"),  a^  well  as  with  it  (Jymplioeyte  leukemia), 
and  since,  moreover,  there  are  cases  of  leukemia  with  lymphadenaid  changes 
of  the  hone-rmirruw  liut  witlmul  enlargement  of  the  spleen  or  lymph-glands. 
We  nmy  cfint^lude  that  the  huplirniion  of  the  hnnp-mnrnni\  i.  f*.,  (he  mtpcr- 
vention  of  {fu're{ised  marrotv  activity  in  simple  hfjperphisia  of  ike  spleen  and 
hjmph -glands,  nprrsents  the  most  importtntt  eftment  in  the  development  of 
lettkfmia  (Xeuinann).  However,  in  my  opinion  this  does  not  exphiin  why  an 
increase  of  the  Iym|>hneytes  in  the  blood  may  not  occur  in  hyperplasia  of  the 
spleen  and  lyniph-pjlands  without  an  atfeetion  of  the  hone-marrow.  As  the 
i?mall  lymphocytes  which  are  formed  in  the  lyruph-glands  under  normal  con- 
ditions permanently  enter  the  cireulating  blood,  it  is  not  apparent  why,  with 
an  increased  j>roduetion  in  the  lymph-glands  and  with  a  marked  migration 
into  the  blood,  they  should  not  appear  there  in  greater  numbers.  On  the 
other  hand  why  <lo  we  always  have  lymphemia  when  the  bone- marrow  is 
implicated?  The  explanation  that  in  hy]>erplasia  of  the  tissue  of  the  spleen 
and  h^mph-glands  their  capsule  also  dilates,  and  therefore  (in  contrast  with 
tlie  conditions  in  liy|KTplasia  of  the  l>one-nmrrow),  no  meehanical  migration 
of  the  h^nph-cella  into  the  blood  occurs,  is  contradicted  by  the  reflection  that 
if  this  were  true  every  disturbance  in  the  expansile  power  of  the  capsule 
should  ressnlt  in  a  marked  overtiow  of  lymph-cells  into  the  blood.  In  my 
opinion,  it  is  better  for  the  present  not  to  consider  pseudn-leukemia  at  all 
in  connection  with  leukemia,  and  also  not  to  look  for  the  nature  of  leukemia 
in  the  increase  of  the  white  blood  cells  alone. 

We  cannot,  I  lielieve,  refrain  from  asking  what  bwomcs  of  the  white 
blood  cells  which  are  so  enorTnously  increased  in  the  organism  in  leukemia. 
That  in  health  the  leukocytes  are  partly  excreteti  an<l  partly  destroyed  in 
the  internal  parts  of  t!ie  body  is  not  to  be  doubted.  If,  with  the  enorinous 
increase  of  white  cells  in  the  blood  of  leukemics,  the  amsurnplion  docs  not 
go  hand  in  hand  with  the  increased  pro<!uetinn,  a  surphis  of  white  cells  in 
the  blood  nmst  result.  But  there  is  no  cogent  proof  a.*^  yet  for  the  view  that 
there  is  any  such  increase  in  the  consumption  of  leukocytes,  which  in  thia 
instanee  would  have  to  be  enormous  in  order  to  keep  pace  with  the  increased 
production, 

Jly  concept i(H)  i«f  the  pathogenesis  of  leukemia  is.  therefore,  tlie  follow- 
ing: The  acHon  of  a  specipc  agent  cau,^fs  a  ptdhologicaHif  great  sthnnhis  to 
the  growth  of  the  hemalopoieiie  tutsueM  of  the  bodg,  whieh  fspeeiaUg  affects 
the  prod uH ion  of  white  biood-rorp metes.  As  a  result  of  this,  a  flooding 
of  the  blood,  at  one  time  with  lymphoegtes,  at  another  time  with  lenkocfjtes, 
ivith  mature  and  immaiKn'  forms  of  the  same^  occurs,  Thvi  ehantjc  in  ike 
blood  t.*J  eor^tiiiUi'd,  jmrtfg  by  thf  pathologic  irritation  of  the  blood-forming 
organ4<,  partly  beeaus^'  the  ^ujicrfluous  white  blood  cells  are  insufficienily  med 
up  in  the  economy  of  the  body. 


The  diagnosis  of  leukemia  is  in  the  tnajority  of  cases  not  difficult ;  indeed 
it  18  very  easy  in  well  marked  cases  of  the  disease.  We  arc  always  dealing 
with  leukemia  when  the  proportion  of  white  cells  to  red  is  1  to  15  or  less, 
and  the  absolute  cnuot  of  leukocytes  or  lyniplmcytes  (according  to  the  ease) 
is  30  to  50  times  greater  thau  normal,  and  when,  hesides  the  relative  and 
absolute  increase  in  the  numher  of  white  cells,  an  immaturity  of  the  celU 
is  strikingly  manifest.  One  finds  in  the  hlood  besides  mature  leukocytes  and 
iTOiphocytes  tJiany  large  mononuclear  c^lls  and  ahunJant  myelocytes,  large 
lymphocytes  and  also  immature  forms  of  eryrliroeytes,  i.e.,  nucleated  red 
blood-corpuscles  in  large  or  small  amounts,  and  in  most  striking  profusion 
in  leukocytic  leukemia.  In  leukocytic  hnikemia  wc  are  struck,  moreover,  by 
tlie  absohite  increase  of  eosino|>hiles  and  mast -cells. 

Having  dtaguosticatcd  leukemia,  wc  must  now  determine  to  which  form 
it  belongs,  whether  to  tlie  tyuiph^K'vtic  or  h'ukneytic  type,  which  is  not  ditli- 
cult  if  we  renieml>er  the  above  mentioned  points  of  distinction. 

If  the  imuuiture  forms  of  hlood -corpuscles  are  absent  from  the  circulating 
blood,  and  if  a  "  polymorphia '*  of  the  white  corpuscles  is  lacking,  we  are  mVt 
deah'ng  with  a  case  of  leukemia,  at  least  not  of  leukocytic  leukemia,  but  with 
a  ieul'orififisis  in  which  myelocytes  are  never  found  (except  in  the  very  rare, 
isolated  ciises  in  which  there  is  an  excessively  hasty  production  of  blood  Cislls), 
[IWychicytes  are  not  at  all  infrcfpicntly  fonnd  in  leukocytosis,  i.e.,  in  peri- 
tonitis, in  diphtheria,  in  pncuiiH)nia  and  io  malignant  diseases.— Ed,]  As 
the  blood  pictures  of  leukocytosis  and  leukemia  resemble  each  other  in  so  far 
as  an  increase  in  the  numl>cr  of  leukocytes  is  concerned,  w^^  must  now  discuss 
more  ihfjroutjhUj  the  manner  m  which  ieukoctjiosis  originatt's,  and  the  hlood 
pit  t are  of  hukoqjtosis. 
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Tn  some  physiological  processes,  viz.,  during  digestion,  pregnancy,  after 
bodily  exercise,  etc.,  wv  find,  upon  examination  of  the  blood,  an  increase  a( 
the  white  cells.  [That  there  is  no  leukocytosis  of  digestion  or  of  pregnancy 
eeems  to  me  demonstratiKi  by  the  more  careful  researches  of  recent  years. 
There  is  a  midday  leukocytosis  in  most  persons  and  this  may  coincide  with 
the  after-dinner  period.  But  after  breakfast  and  after  supper  there  are  no 
changes  to  speak  of. 

The  supposed  leukocytosis  of  pregnancy  is  not  observable,  as  a  rule,  until 
a  few  days  or  hours  l»efore  labor;  soioetimes  not  unlil  labor  has  begun.  After 
parturition  there  is  usually  a  wq]\  marked  h-ukocytosis  histing  several  days. 
— Ed.]  In  tliis  "  phifsioffigiva! "  leukocytosis  the  proportion  of  the  various 
forms  of  leukocytes  to  one  another  does  not  vary  greatly  from  the  normal^ 
w^hereas  it  is  characteristic  of  paiholoffiml  leukocytosis  that,  according  to 
the  nature  of  the  disease  in  the  conrsp  of  which  a  leukocytosis  appears,  marked 
alterations  are  noted  in  the  proportionate  numliers  of  the  various  leukoe\'te 
forms*    According  to  whether  the  lymphocytes  or  the  leukocytes  are  increased. 
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we  speak  of  "  lymphocytosis "  or  "  lenl^ocyiosis  "  in  a  restricted  sense,  and 
in  thij?  way,  according  to  the  prominence  of  one  or  the  other  leukocyte  forms 
in  the  blood  picture,  we  may  dilferentiate  between  a  po!>iiuclear  neutrophUic, 
and  an  eosinophilk,  leukocytosis. 

It  has  been  declared  at  various  times  that  the  ItfmphocyUs  have  no  inde- 
pendent, active  motility;  if»  therefore,  in  the  course  of  pathological  condi- 
tions a  one-sided  (symptomatic)  increase  of  lympliocytes  is  noted  in  the 
blood,  we  must  consider  that  large  numbers  of  tliem  have  reached  the  circu- 
lating blood  by  reason  of  an  increased  cell  production  in  the  cytogenic  tissue 
of  the  lymph-QjIands  (and  of  the  bone-marrow  to  a  much  less  extent)  and 
by  a  more  active  lymph  circulation  ("passive  leukocytosis,''  Ehrlich).  This 
form  of  leukocytosis,  "  lymphocytosis/*  is  quite  rare,  occurring  especially  in 
catarrhal  alTcctions  of  the  .stomach  and  intestines  of  nurslings,  in  pertussis, 
in  severe  rickets,  syphilis,  etc.,  after  injections  of  pilocarpin  and  tuberculin, 
and  after  extirpation  of  the  spleen. 

More  fretpient  is  the  second  form  of  leukocytosis,  poJynvchdr  leukocytosis. 
Various  irritations  (infectious  agents,  chemical  pois^^ins,  etc.)  cause  these 
leukocytes,  which  are  always  present  in  great  anumnts  in  the  bone-marrow 
[as  well  as  in  the  capillaries  of  the  liver  and  especially  of  the  lungs. — En.] 
and  wliieh,  on  account  of  their  ameboid  movement,  are  always  ready  to  pass 
into  the  blood,  to  emigrate,  and  to  enter  the  blood  by  "  ehemotaxis  "  ("  active  " 
leukocytosis).  As  a  rule,  it  is  the  neutrophilic  polynuclear  lenkoeytes  which 
circulate  in  the  idood  in  large  numbers  in  leukocytosis;  i.e.,  almost  all  inluxl- 
caiums  and  infi'eiifms  lead  to  this,  the  ''  usual  '*  form  of  leukocytosis.  Such 
causes  are:  Poisoning  by  potassium  chlorate,  phenacetin,  oil  of  turpentine, 
albnmoses,  arseniuretted  hydrogen,  etc.;  also  cachectic  conditions  as  a  result 
of  malignant  tumors,  phthisis,  severe  blood  loss;  and,  aliove  all,  the  various 
infectious  diseases^pueumonia,  sepsis,  diphtheria,  ejysipclas,  etc.  On  the 
other  band,  in  certain  pathological  conditions  we  note  a  one-sided  increase 
of  the  eosinophilic  cells  (eosinophilic  leukovylosis).  This  is  the  ease  in  bron- 
chial asthma,  in  various  diseases  of  the  skin,  in  malignant  tumors,  and  espe- 
cially also  in  helminthiasis  (due  to  the  presence  of  tenia\  ascarides,  ankylos- 
toraa,  etc.,  in  the  intestine.  [As  well  as  in  echinococcus  disease,  trichiniasis, 
Bilbarziosis,  trypanosomiasis  and  practically  all  the  diseases  due  to  animal 
parasites,^- En.] 

Leukemia  represents  a  morhua  sni  generis,  the  nature  of  which,  as  wc  have 
seen,  dej>ends  upon  a  pathological  blood  formation,  i.  e.,  not  only  upon  an 
excessive  increase  of  tlie  wliite  blood  cells  but  also  upon  their  qutdiinlive 
change  (the  passage  of  immature  forms  into  the  blood).  In  leukocytosis,  on 
the  other  band,  the  condition  is  only  a  functional  alteration  of  the  blood- 
forming  organs,  and  in  the  majority  of  cases  (leukocytosis  in  the  restricted 
sense)  exclusively  of  the  bone-marrow,  which  reacts  to  pathological  irritation 
by  the  formation  and  expulsion  of  large  numbers  of  normal  and  umturc 
colorless  blood-corpuscles.  This  explanation  of  leukocytosis,  the  strict  con- 
ception of  which  as  an  increascnl  function  of  the  bone-marrow  was  formulated 
by  Ehrlich,  has  lately  been  fully  confirmed  experimentally  by  Rubinstein 
[and  still  more  fully  worked  out  by  Longcope  in  his  studies  of  the  marrow 
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in  typhoid,  pneumonia,  and  peritonitis. — Ed.].  After  the  injection  of  an 
agent  causing  leukocytosis,  he  followed  step  by  step  the  changes  in  the  bone- 
marrow.  As  soon  as  the  leukocytes  appeared  in  the  blood  in  large  numbers, 
the  granular,  mature  elements  in  the  bone-marrow  almost  whoU}'  disappeared, 
and,  instead  of  these,  in  a  few  days,  the  immature  forms,  especially  the 
myelocytes,  increased.  The  latter,  therefore,  covered  the  loss  due  to  the 
enormous  emigration  of  the  polynuclears  into  the  blood  as  a  result  of  the 
leukocytosis.  The  spleen  and  the  lymph-glands,  however,  in  Rubinstein's 
experiments,  took  no  part  in  making  up  the  loss  of  white  corpuscles  in  poly- 
nuclear  leukocytosis,  but,  according  to  our  present  opinion  regarding  the 
separate  develo])ment  of  leukocytes  and  lymphocytes,  this  is  not  to  be  won- 
dered at. 

From  what  has  ])ecn  stated,  it  is  clear  that  the  diagnosis  of  leukocytosis  rests 
primarily  on  the  discovery  of  a  disease  which  is  recognized  as  usually  giving 
rise  to  leukocytosis.  The  diagnosis  becomes  more  certain  if  the  increase  of  the 
white  blood  cells  is  a  transitory  one  (i.e.,  disappearing  with  the  cessation 
of  the  underlying  affection),  and  remains  from  the  onset  within  moderate 
limits.  While  in  leukemia  ratios  of  1  white  to  10  red  corpuscles,  and  even 
1  to  2,  are  quite  usual,  in  leukocytosis  there  is  a  much  slighter  relative  in- 
crease of  leukocytes,  and  only  in  exceptional  cases,  as  in  cachectic  conditions 
when  tliere  is  a  decided  decrease  of  the  erythrocytes  simultaneously  with 
leukocytosis,  does  it  lia])pen  tliat  proportional  figures  of  1  to  20  are  observed 
for  a  long  time.  Tinder  such  conditions  these  cases  may  simulate  leukemia, 
but  here  the  rec(><,mition  of  morphological  alterations  in  the  white  blood- 
corpuscles  leads  to  the  correct  diagnosis,  bcx^ause  the  excessive  appearance 
of  myelocytes,  eosinophiles,  and  mast-cells  in  the  circulating  blood  (in  short, 
a  markedly  polymorphous  condition  of  the  blood  elements  which  is  quite 
foreign  to  leukocytosis)  directly  favors  the  existence  of  leukemia.  The  diag- 
nosis of  the  latter  disease  is  also  aided  by  the  decided  enlargement  of  the 
spleen  and  lymj)h-<rlands,  and  the  absolute  and  relative  increase  of  uric  acid 
excretion  in  the  urin(\  etc. 

These  last  named  factors  especially  must  be  taken  into  consideration  when 
we  are  dealin^^  with  a  li/niphoci/to.sis,  ])eeause  here  the  most  important  point 
of  distinction  between  leukemia  and  (])olynuclear)  leukocytosis,  the  poly- 
morj)hia  of  the  hhxxl  cells,  is  of  no  avail.  In  ])ractice,  however,  the  diagnosis 
of  lymphocytosis  is  never  doubtful,  the  diilieulty  in  differentiating  between  a 
lymj>h(K\to>is  and  a  feebly  developed  lymphocytic  leukemia  being  theoretic 
rather  than  actual.  |()n  the  contrary,  mistakes  hav(»  actually  occurred.  Sih? 
Steven  {Lunff'L  llMi'i,  vol.  xx)  and  Cabot  ("Clinical  Examination  of  the 
Pdood,"  :>th  edition,  llMil,  ]).  ]!)!). — Ki).].  For.  in  the  acute  form  of  lympho- 
(Vtie  ieukrmia,  the  lar^^e  lym])hocytes  almost  always  predominate,  and  this 
alone  is  .-utlieient  to  prevent  confusion  between  lymphocytic  leukemia  and 
lymphocytosis;  even  in  chronic  lymphocytic  h'ukemia  the  large  lymphocytes 
ari»  not  entirely  absent  in  the  microscopical  pn»parations,  although,  in  the 
great  majority  of  cases,  (mly  small  leukocytes  are  found. 

Above  all,  the  usually  enormous  increase  of  lymphocytes  in  lymphocytic 
leukemia,  the  progressive,  ])ernicious  nature  of  the  disease  compared  with  the 
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transitory,  benign  cliaracteF  of  the  incroasal  number  of  lymphnpytes  in 
lyriiplioi'vtn^is.  defemiines  the  cornx't  diagnosis.  On  the  o1h*?r  hand,  the 
folluwinir  symptoms  point  to  leukncytosis:  The  absence  of  enlargement  of 
the  spleen  and  of  tlie  lymph-glands  wliieh  is  almost  always  present  in  lymplio- 
cytie  lenkemia;  and,  secondly,  the  presence  of  a  primary  disease  which  would 
lead  to  leukocytosis  (gastro-CDteritis  infantum,  etc.). 


PROGNOSIS 

The  prognosis  of  leukemia  may  he  brietty  summed  up:  it  is  ahsolutely 
unfavorable;  death  is  the  onJt/  onicome  of  the  disease.  This  is  true  not  only 
of  the  aeiite  form  of  leukemia  in  wliioh  deatli  occurs  usually  in  a  few  days 
nr  weeks,  but  also  of  ehronie  leukemia,  of  Icukoeytie  leukemia,  as  well  as  of 
chronic  lymphocytic  leukemia.  However,  in  both  forms  of  chronic  leukemia, 
especially  leukocytic  leukemia,  remissions  may  occur  with  considerable  im- 
provement of  symptoms,  and  the  disease  may  sometimes  last  for  from  one 
to  four  years.  But  sinc*e  we  have  learned  positively  to  recognize  leukemia 
by  new  methods  of  blotxl  examination,  no  aclmd  cure  has  as  tjei  been  ob- 
served. From  this  standpoint  we  must  look  with  suspicion  on  **  recoveries  " 
reported  from  time  to  time,  and  I  do  not  hesitate  to  pronounce  as  doubtful 
a  case  of  cure  which  came  under  my  observation  twenty- five  years  ago,  since 
the  diagnosis  made  at  that  time  does  not  conform  to  the  requirements  of 
to-day. 

This  gloomy  view  concerning  the  prognosis  of  leukemia  is,  however,  basetl 
on  the  present  state  of  our  experience,  and  it  is  to  he  hoped  that  when  we  obtain 
more  exact  knowledge  of  the  nature  of  the  specitic  poison  causing  this  disease, 
our  therapy  will  become  more  elfectual,  and  the  prospt^cts  of  cure  more 
favorable. 

TREATMENT 

At  the  present  time  there  is  nothing  that  can  he  regardeil  as  the  fulfilment 
of  an  indivaiio  morbi.  All  that  has  been  thus  far  attempted  in  treatment 
may  be  regarded  merely  as  efforts  to  feel  our  way,  and  these  have  so  far  been 
abandoned  as  soon  as  undertaken.  A  few  drugs  only  have  held  their  place 
in  the  treatment  of  leukemia,  and  by  most  physicians,  as  well  as  by  myself, 
are  cmplovcfl  fauie  de  mieux,  though  it  is  true  that  the  long  duration  of  a 
few  cases  treated  in  this  manner,  and  the  transitory  but  decided  remissions 
in  the  course  of  the  disease  may,  at  least  in  part,  be  referred  to  the  action 
of  the  remedy. 

Arsenic  is  the  drug  which  most  deserves  our  confidence.  During  its  ad- 
miuistration,  we  see  in  some  cases  an  improvement  in  the  condition  of  the 
blood  (not  only  an  increase  in  the  numlM?r  of  red  but  also  a  decrease  in 
the  number  of  the  white  corpuscles),  an  arrest  of  the  splenic  enlargement,  and 
the  disapfK^a ranee  of  the  hemorrhagic  diathesis. 

The  best  way  of  administering  arsenic  is  in  the  form  of  Fowler*s  solution 
with  two  parts  of  aqua  cinnamomi; 


368 


LEUKEMIA 


^   Solutio  kalii  arsenicosi 10.0 

Aq.  ciuManionii    , . .....*.   20,0 

Ikl.,  D.,  S. :  {lit  xv-xxx,  three  times  daily. 


We  begin  with  15  gtt.  t.i.ci  (taken  after  meals),  and  increase  gradually, 
i.  e.,  aft<^r  tmv  wcvk  *^0  git.  taxL,  after  the  second  week  25  git  t.i.d.,  and  after 
the  tliird  week  3U  gtt.  t.i.d, ;  thi;?  dose  we  mainttiio  for  mmo  time.  I  am  not 
entliui^iastie  regardiug  the  suheutane<>u-s  use  of  arsenic.  The  injection  of 
arsenic  into  the  cirenlating  blood  could  only  be  de^^irable  if  the  results  obtained 
by  this  method  were  incfjinparably  more  brilliant  than  after  the  administration 
of  arsenic  hy  the  month,  and  this  is  decidedly  not  t!ie  case. 

Another  remedy  i>r<>dueing  appiirc^nlly  favorable  resnlts  is  qninin.  Its 
action  is  asserted  to  be  remarkable,  es|K*eially  if  it  be  combined  with  arsenic 
or  iron.  In  this  r4}spect,  the  mineral  waters  containing  arhicnic  and  iron,  as 
Levieo  and  Roucegno  water,  and  the  Levico  water  used  in  the  form  of  baths, 
deserve  consideration. 

In  the  majority  of  eases  the  erythroe)ies  decrease  to  one-half  their  ninnber 
or  less  with  the  increase  of  white  cf)rpn9cles  (at  least  in  the  latter  course  of  Imth 
leukocytic  and  lymphocytic  leukemia),  and  here  the  administration  of  arsenic, 
iron  and  quinin.  whose  favorabh^  intluence  on  the  red  corpuscles  cannot  be 
denied,  is  warranted  from  a  theoretical  standpoint,  as  well  as  empirically. 

iodin  prvparfitionr^,  formerly  prescribed  to  some  extent,  have  recently  been 
less  used ;  no  appreciable  results  of  their  use  have  been  noticed.  The  same 
is  true  of  phosphorus  in  doses  of  0.001  to  0.005^  which  has  been  praised,  espe- 
cially by  English  physicians. 

Two  therapeutical  measures  which  were  recently  hailed  with  enthusiasm, 
oxijffm  ink  al  at  ion  A  and  organoihfraprf  (preparations  made  from  Ivmph -glands 
and  hone-marrow),  Imve  firoflueed  no  striking  results,  although  amelioration 
and  a  slower  progress  of  the  disease  have  been  supposed  to  follow  their  admin- 
istration. In  general,  what  has  bet^n  said  of  the  administration  of  arsenic, 
iron,  and  quinin  is  true  also  of  this  method  of  treatnient.  We  may  use  these 
remedies,  indeed,  we  must  use  them,  but  we  can  ordy  hope  for  a  partial  suc- 
cess; the  disease  up  to  this  time  has  been  invariably  fatal,  Imt,  as  a  rule, 
lasts  a  year  or  longer,  and  calls  for  a  display  of  humanity  on  the  part  of  the 
physician  which  is  not  shown  by  quietly  folding  his  hands  and  rejecting  any 
method  of  treatment  which  offers  the  patient  the  slightest  hope  of  recovery  or 
even  improvement. 

Although  I  strongly  recommend  the  trial  of  the  above-mentioned  thera- 
peutic measures  in  the  treatment  of  leukemia,  just  as  strongly  must  1  con- 
demn local  procedures.  Xot  only  does  t!ie  lack  of  results  militate  against  their 
use,  but  we  are  thoroughly  eonviueed  that  the  nature  of  leukemia  is  not  to 
l>e  fouiiil  in  the  atfection  of  the  spleen  or  of  any  individual  lymph-gland,  nor 
in  any  other  organ  accessible  to  local  treatment.  I  lielieve  that  the  time  has 
come  to  discontinue  all  etlorts  to  cure  the  disease  by  injections  of  arsenic, 
ergot  in,  etc.,  into  the  spleen,  by  faradisation  or  gal  v  an  op  u  net  u  re  of  the  organ, 
or  even  hy  extirpation  of  the  glands,  or  by  splenectomy  which,  without  an 
exception,  has  been  rapidly  followed  by  death. 
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It  is  much  more  sensible  to  retard  tiii^  increased  albumin  waste  in  the 
organism  by  raiional  diet,  or,  in  its  later  stages,  to  compensate  it,  at  least 
partially,  by  inereased  nutrition.  A  nourishing  diet,  rich  in  nitrogen,  is 
therefore  to  Ije  advised  because  a  well -nourished  organism  will  always  offer 
more  resistance  to  the  disease  than  one  debilitated  by  eaehexia.  To  strengthen 
the  body,  besides  judicious  diet,  mo^lerate  systematic  exercise  in  the  open  air 
and  the  avoidance  of  too  great  physical  exertion  must  be  insisted  npon. 

Of  course,  the  indimtifj  stfifiptomatka  may  reijuire  dltlerent  expedients. 
Ararked  diarrhea  must  be  combated  by  tannigcn  and  opium,  dyspeptic  synip- 
torns  by  regulation  of  the  diet,  lavage,  etc.,  exhausting  sweats  i>y  camphoric 
acid  and  atropin,  a  marked  hemorrhagic  diathesis  by  ergotin  or  other  prepara- 
tions of  ergot  in  large  doses  (ergotin  i).2,  five  times  daily,  seeale  10.0  to  150, 
to  l>e  used  in  two  days),  cardiac  astlienia  by  camphor,  etc.  It  is  unnecessary 
to  enumerate  these  indications  in  greater  detail,  for  the  treatment  of  individ- 
ual symptoms  and  complications  is  in  accordance  with  the  same  ruh?s  as  in 
other  diseases.  Only  T  must  caution  against  the  too  liberal  use  of  drugs  in 
knikeraia;  we  must  not  forget  that  we  are  dealing  with  the  dcbilitatc^l,  the 
desperately  ill,  in  wboni  it  might  be  dangerous  to  act  according  to  the  prin- 
ciple *^  anceps  remedium  melius  cjuam  nullum.'' 

[The  treatment  of  leukemia  by  X-rays  certainly  deserves  mention.  Since 
Senn's  original  observation  in  IJtO^,  ,30  or  40  cases  have  been  pufjlished  in  this 
country  in  which  the  disease  lias  bwn  treati'd  by  exposure  of  the  spleen  or 
(in  lymphatic  cases)  of  the  spleen  and  glands  to  the  Roentgen  rays. 

Cases  are  treated  daily,  biweekly,  or  weekly  according  to  the  condition  of 
tbe  .^kin  and  its  al)i li ty  to  resist  "  burns.'"  Tn  a  few  cases,  the  rays  have  been 
made  to  fall  npion  the  long  bones. 

In  the  majority  of  these  cases  improvement,  sometimes  remarkafde  and 
(so  far)  lasting,  has  followed  the  treatment.  A  few  cases  have  been  altogether 
unafftTted,  a  number  have  refaj^sed  after  tcmjHirary  improvement,  and  a  small 
ninnber  have  been  worse  after  the  treatrncnt.  In  acute  febrile  cases  there  has 
been  no  success. 

The  rationale  of  the  treatment  is  not  at  all  clear,  for  the  exposures  have 
usually  bc^en  made  over  the  spleen,  and  not  over  the  marrow  where  the  disease 
is  most  active.  We  know  from  the  researches  of  VVarthin  and  others  that 
the  X-rays  have  a  specific  Icukocytolytic  etTect  on  tbe  blood  forming  organs 
of  animals,  and  if  the  over-production  of  leukocytes  were  occurring  in  tlie 
leukemic  spleen  instead  of  in  the  marrow  the  effect  of  the  X-ray  would  be 
comprehensible.  At  present  it  remains  a  mystery,  but  it  is  none  the  less 
advisable  that  all  subacute  and  chronic  cases  of  either  variety  of  leukemia 
should  be  given  X-ray  treatment,  wdiich  at  present  offers  the  best  possibility 
of  retarding  {or  curing?)  the  disease^-^EnJ 
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PSEUDO-LEUKEMIA 
(HODGKIN'S  DISEASE  AND  BANTI'S  DISEASE) 

By  H.    senator,  Berlin 

We  often  meet  with  cases  characterized  by  the  following  lesions:  a  more 
or  less  well-developed  anemia,  together  with  multiple  lymph-gland  enlarge- 
mentsy  a  very  decided  enlargement  of  the  spleen,  or  both.  This  glandular  and 
splenic  enlargement  also  occurs  in  leukemia,  which,  however,  differs  from 
pseudo-leukemia  in  possessing  a  characteristic  condition  of  the  blood,  particu- 
larly a  great  increase  of  leukocytes,  which  is  not  present  in  pseudo-leukemia. 

To  this  difference  from  leukemia,  which  these  cases  often  resemble  greatly, 
Bonfils  and  Wilks  in  the  year  1856  were  the  first  to  call  attention,  though 
Virchow  had  described  leukemia  eleven  years  previously,  in  1845. 

Soon  the  publication  of  cases  of  this  kind  increased,  and  new  names  were 
repeatedly  invented  for  them.  Bonfils  designated  his  cases  as  "  cachexia  with- 
out leukemia  ^^ ;  Wilks  called  his  "  anemia  lymphatica,"  and  later  "  Hodg- 
kin's  disease,"  since  Hodgkin  had  described  such  cases  explicitly,  long  before 
the  discovery  of  leukemia,  that  is,  in  the  year  1832.  The  counterpart  to 
"anemia  lymphatica"  (in  which  enlargement  of  the  l3rmph-gland8  is  the  only 
lesion  or  is  much  more  marked  than  that  of  the  spleen)  is  the  term  "anemia 
splenica,"  a  condition  in  which  the  lesions  are  confined  to  the  spleen.  The 
combination  of  both  conditions  has  been  called  "  anemia  lymphatico-lienalis.^' 
Still  other  names  have  been  proposed  which  I  do  not  intend  to  mention,  since 
they  are  based  wholly  on  the  anatomical  condition  without  regard  to  the 
clinical  phenomena,  and  are  not  adapted  to  all  the  cases  belonging  in  this 
category.  They  have  all  been  superseded  by  the  term  introduced  by  J.  Cohn- 
heim  in  tlu*  year  18()5.  ^'  pseudo-leuJccmia/'  which,  in  spite  of  all  objections, 
has  maintained  its  place  until  to-day  and  will  probably  maintain  its  vogue 
for  a  lon<;  time. 

it  is  true  that  "pseudo-leukemia"  has  become  a  collective  name  for  a 
number  of  diiferent  atleetions,  but  since  these  affections  cannot  always  be 
separated  from  one  another,  and  since  this  name  is  short  and  conveniently 
expresses  what  is  common  to  them  all  (namely,  that  they  resemble  leukemia 
but  still  are  not  leukemia,  at  least  clinically),  the  name  pseudo-leukemia  will 
be  employed  in  this  article. 

The  dilliculties  in  the  nomenclature  of  this  disease  are  the  same  as,  for 
example,  in  "  ilrus.'^  Every  physician  I'noirs  that  the  clinical  picture  desig- 
nated hy  this  name  w  hrouyht  about  by  various  anatomical  changes  of  the 
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intt^stine.  But  m  we  arf  not  nlwaffs  ahle  to  difffrrntiate  fhrse  changes  we 
cannoi  dmuird  the  name  which  describes  the  hfpicfii  cUnual  picture. 

This,  of  course,  must  not  pfevent  u^  from  iiive.stigating  m  far  as  is  posf*l- 
l>le  \hv  anatomical  fomlitions  in  wieli  infliviflniil  rase  of  p.^ouflo-leukfmia,  and 
fiiidirifx*  if  we  titn,  tlio  exact  lesion  present,  |*artirnlariy  as  snp|>ort  may  \)Q 
gained  in  this  way  for  prognosi^s  and  therapy,  [The  studies  of  Dorothy  I?eefl, 
et>n firmed  l>y  those  of  Ixmgcope  and  of  8immons,  have,  1  think,  estahlished 
ITfMltrkin's  disease  upon  a  definite  histoloirical  hasis,  and  differentiated  it  alike 
from  tat>ereulosis,  frfim  sareonia,  and  from  leukemie  infiltrations.  In  view  of 
tljese  findings,  tlie  diagnosis  can  antl  sliould  he  made  hy  the  excision  of  one  (nr 
more  if  need  be)  of  the  superficial  l}Tnph-gIands  and  examining  it  histo- 
logically,— En,] 

The  organs  which  are  to  l)e  considered  in  pseudoleukemia,  the  hfrnph- 
fjlauds  and  the  sptefn,  are  almost  always  simultaneously  alTeeteil,  although  not 
often  to  the  same  extent.  In  pseudo-leukemia  we  know  hut  little  regarding 
the  third  organ  wliieh  is  important,  or  prohahly  important,  in  Idood  forma- 
tion, namely,  the  hone-nidrrow ;  it  has  sometimes  been  found  hypcremic  and 
of  the  same  eonsistenee  as  in  leukemia,  hut  in  regard  to  this  further  investiga- 
tion 13  necessary. 

In  the  majority  of  cases  the  enlargement  of  the  lymph-glands  is  more  con- 
spicuous than  tliat  of  the  spleen.  Hence  some  clinicians  recognize  as  "  pseudo- 
leukemia "  only  those  mnltiple  lymph-gland  enlargements  tirst  deseribed  by 
llodgkin,  and  distinguish  sharply  the  cases  in  which  enlargement  of  the  spleen 
is  more  prominent,  or  is  present  atone.  To  me  it  appears  that  this  limita- 
tion of  the  conception  '*  pseudo-leukemia  "  is  \mwise,  for  an  enlargement  of 
the  lyinph-glands  alone  or  of  the  spleen  alone  rarely  occurs.  Even  though 
during  life  we  find  many  cases  with  decided  enlargement  of  the  glands,  and 
no  apparent  enlargement  of  the  spleen,  still  I  lielieve  that  at  the  autopsy  the 
spleen  is  almost  invariably  found  enlarged.  On  the  other  hand,  in  cases  with 
predominant  enlargement  of  the  s])leen,  some  enlarged  lyniph-glands  are  almo.st 
always  found  at  the  autopsy,  if  not  the  superlieial  tnwiy  then  those  of  the  abdo- 
men or  of  the  thoracic  cavity.  A  sharp  diMinction  therefore  cannot  he  drawn 
here,  and  there  are  rnantf  f^,<fr.f  In  which  the  spleen  and  Ii/mph-ffhrnds  are 
etptathf — or,  rather^  propnHionaivhi  enlarged. 

If,  however,  we  wish  to  lay  special  stress  either  upon  lymph-gland  enlarge- 
ment or  upon  tlie  spleen,  in  the  former  ease  we  may  use  the  ternis  **  pseiido- 
leukemia  It/mphativa,'-  or  true  ITodgkin's  disease,  in  the  latter  case  "  pseudo- 
Jetd-emm  licmifi^''  or  *^  splenica  ^^ :  final ty  the  eases  with  equal  implication  of 
the  lymph-g hinds  and  of  the  spleen  nuiy  be  destgnate<l  a.s  ^'^  psendo-Ietd'cmia 
Itf  m  ph  a  I  Ico-  /  /  r  n  ft  I  is  ' '  or  **  sp  le  n  o-  /  //  ntphai  If  a .  * ' 

We  shall  tirst  describe  the  more  common  form,  pseudo'leulvmia  Igmphatica 
or  Hodgkins  disease, 

HODGKIN*S   DISEASE 

Tlie  most  conspicuous  and  usually  the  first  symptom  is  the  enlargement  of 
a  gland  or  of  a  few  glands  In  the  nerk,  oftenest  at  the  angle  of  the  jaw.  This 
enlargement  occurs  as  a  rule  quite  gradually,  so  that  only  in  the  course  of 
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sevt^ral  ww^k^i  or  oven  montlij*  does  it  kieotne  noticeable. 

individual  gland  1ms  attained  the  size  of  a  cherry  or  a  small  walnut,  or  a 

group  of  swollen  glands  has  become  conspicnons  to  sight  and  touch. 

The  swellings  are  painless.  After  a  latent  period  of  varying  duration 
they  begin  to  increase  following  a  definite  course  next  to  he  described.  First, 
more  ghinds  are  involved,  usually  those  in  the  neighl>orhood  of  the  one  firsft 
affect etl J  i.  e.,  those  in  the  lower  part  of  the  neck  or  in  the  bark  of  the  neck, 
later  thoj^e  in  the  axilla,  at  the  elbow,  in  the  inguinal  region,  occasionally  thos45 
in  the  popliteal  space.  Next  comes  an  increase  in  the  size  of  the  individual 
glands,  which  may  become  as  large  as  a  man*s  tist  or  even  larger.  The  glands 
of  the  neck  and  axilla,  which  are  those  first  affecteii,  are  always  most  advanccni 
in  growtli,  while  those  of  the  inguinal  region  and  of  the  tliigh  are  less  mark-  — 
edly  enlarged.  ■ 

The  enlarged  glands  can  usually  be  felt  and  defined  with  ease;  in  other 
cases  they  are  more  or  less  matted  together;  they  are  nuire  frequently  soft 
than  hard  in  consistence,  and  in  many  cases  they  may  be  readily  moved  about. 
As  a  rule  the  skin  above  the  glands  can  easily  be  raised,  but  shows  no  other 
change.  The  iiplfrn,  as  has  been  sai<l,  in  this  form  of  pseudo-leukemia,  Ilodg- 
kin's  disease,  is  almost  always  implicated,  but  to  a  much  less  degree  than  the 
glands,  m  that  its  enlargement  cannot  always  be  determined  with  certainty 
during  the  life  of  the  patient.  ■ 

Add  to  these  facts  tlie  vista  of  a  gradual  increase  in  the  glandular  enlarge- 
ment, while  almost  exactly  in  proportion  to  this  the  fjertpral  rfntffitiitn  of  the 
patkni  detmorafrs so  ihni  he  bcromes anemic^  loses  /h,s^ strfnffth  and ematiates^ 
and  we  are  in  possession  of  the  most  imporianl  features  of  the  clinical  picture. 

But  in  these  outlines  the  entire  syniptom-complex  is  by  no  means  revealed. 
Indeed  it  may  be  very  complicated. 

The  syinjjtoms  are  in  part  purrhf  loml  conseqjiences  of  the  existence  of 
ihfi  tumors,  and  hence  depend  particularly  upon  the  pressure  which  thesofl 
glands  escort,  or  upon  the  metastase8  which  they  produce.  But  there  are  other 
symptoms  of  a  gfneral  nature,  which  result  partly  from  the  anemia  and 
cachexia,  partly  from  the  actual  nature  of  the  disease  which  is  wholly  unknown 
to  us. 

Before  recounting  the  sYmptoms  T  must  add  that,  besides  the  glandular 
enlargements  which  are  externally  visil>!e  and  palpable,  tliere  is  almost   in- 
variably an  enlargement  of  the  internal  lymph-glands,  those  of  the  thoracic 
and  abdominal  cavities.     These  inlernal   glands  are  sometimes  large,  some- 
times small  and  therefore  not  always  clinically  recognizable.     Cases  do  occur  ™ 
in  which  only  the  internal  ttfrnph-gtand,^  arr  enlurgvd^  the  external  ones  noil 
at  all  or  to  an  exceedingly  slight  degree.     I  have  myself  seen  a  very  remark- 
able case  of  this  type,  to  which  I  shall  recur  later.     We  must  admit  that  such 
eases  are  not  likely  to  be  diagnosticated  clinically;  the  pathologist  designates™ 
them  as  multiple  lymphomata  or  as  tijmphomaimis,  the  same  title  given  by  him 
to  the  external  enlargements  which  occur  in  Ilodgkin's  disease. 

It  is  these  internnl  glandular  enlargements  whicli  bring  about  the  mostfl 
severe  pressure  phenomena,  especially  in  the  thorax  where  there  is  less  room" 
for  growth  than  in  the  abdominal  cavity.     Enlarged  glands  in  the  anterior 
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mediastinal  ppaee  pm«B  partieiilarly  upan  tlie  innominate  vein,  and  thus  pro- 
duce .setT^/m^  of  the  veins  of  ih€  nfcfi  and  the  trail  of  the  chest  with  cfjanosis 
and  edema  of  the  face,  to  which  may  be  added  dropsical  effusions  into  one  or 
both  pleura?.  These  phenomena,  however,  arc  not  so  frequent  or  so  marked 
as  with  other  tuuv>rs  and  tiiiuor-like  formntions  in  tlic  thoracic  cavity,  for  the 
glatiduhir  swell tug.s  are  ui^ually  j^ofter  and  h^i^  resistant  than  other  tumors.  It 
is  true  that  harder  forms  occasionally  occur  depending  upon  histological  vari- 
ations the  discussion  of  which  will  follow  later  on,  and  these  hard  tumors  may 
produc*e  nil  the  phenomena  of  pressure  and  stasis. 

The  development  of  dropsical  effusions  may  he  produced  in  three  ways: 
(1)  by  venous  stasis;  (2)  bff  di"! placemen}!  of  the  lymphatic  intnhs^  cans- 
ing  a  hindrance  to  the  absorp- 
tion of  tissue  fluid;  and  (3) 
hy  progressive  anemia  and  ea- 
ch exia. 

More  common  than  stasis 
phenomena  are  diffrcuUics  in 
respiration.  These  are  caused, 
(1)  by  direct  pressure  which 
the  glandular  swl4 lings  exert 
upon  the  larv^nx,  trachea  or 
bronchi;  (2)  by  pressure  upon 
the  vagns,  or  (very  frequently) 
upon  the  recurrent  laryngeal 
nerve;  (3)  by  the  decrease  of 
eryttirocytes  which  arc  the  neces- 
nary  oxygen  carriers  in  the  func- 
tion of  respiration.  Difficjtftjf 
in  dcffhitilion  as  the  result  of 
pressure  upon  the  phar}Tix  or 
esophagus  is  rare. 

Enlargements  of  the  thoracic 
hinph-glands  also  produce  both 
dropsical  effmions  into  the 
pleura,  and  true  infani  mat  ions 
of  the  pleura  (unilateral  or 
bilateral),  which  cannot  always 
he  differentiated  from  dropsy, 
since  there  are  fluids  intermedi- 
ate between  dropsical  effusions 
(transudates)  and  inflamma- 
tory effusions    (eA'udates). 

Another  s^miptom  wliich  is  probably  to  he  rcferretl  to  the  local  pressure 
exerted  by  the  glandular  tumors  is  neuralgia.  I  have  seen  it  most  frer^uently 
in  the  lower  extremities,  especially  In  the  course  of  the  sciatic  nerve  or  the 
crural  nerve.  In  a  case  of  this  kind  in  which  the  patient  was  troubled  with 
painful  contractions  in  the  left  ilio-psoas  mtiscle,  I  could  feel  in  the  corre- 


FiG.  21. — Case  of  Hoiki kin's  Disease  w  Dr.  Sal- 
inger's Ward  in  the  JErFERsoN  Medtcai. 
College  Hospital.  Ojwrated  upon  by  Prof.  W, 
\\\  Keen  for  the  removal  of  large  masses  of  lymplii- 
glandn  pressing  upon  the  trachea,  which  produced 
atlatk-H  of  -^u  (Toe  at  I  on. 
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spondiug  abdommal  region  distinct  glandular  enlargements  which  probably 
exerted  prei^siire  upon  the  inuselo  and  the  nerve  which  supplied  it,  and  thus 
caused  the  piiins  and  emit rtiet ions. 

The  urinr  slinws  nothing  speeial ;  its  composition  is  that  vvhicli  is  usual  in 
anemia  provided  no  eomplieations  are  present.  Occasionally,  as  in  leukemia, 
it  h  found  eonspieuously  rich  in  alloxur  bodies,  partieiihirly  urie  and.  These 
bodies,  together  with  the  mu  leo-htj*ton  which  was  once  found  in  the  urine  in 
pseudo-leukemia  by  A.  Jollen,  arc  explained  by  on  increased  destruction  of 
leukocytes,^ 

Finally,  as  a  frt?(]uent  l>ut  not  invariable  symptom,  we  must  mention  hftn- 
orrhfffjrs  from  various  organs,  particularly  from  the  nose  and  in  the  skin  in 
the  form  of  petechia*  of  varying  size,  rarely  as  larger  ellusions  of  hloo<i.  It 
appears  to  me  that  the  tendency  to  hemorrhage  is  particularly  great  in  rnM!5 
with  glaiidular  eolsirgcuicots  in  the  infernal  parts  of  the  hotly,  in  the  thorax, 
and.  above  all,  in  the  alidominal  cavity.  The  ense  previously  referrnl  to,  in 
which  only  these  internal  ghinds  were  enlarged  (and  very  decidedly  so),  ran 
its  course  with  the  clinical  picture  of  Werlhof*s  dheaae,  i.e.,  w^ith  hemorrhages 
from  the  nose  and  mouth,  hemateraesis,  and  blood  in  the  urine,  but  without 
other  noteworthy  symptoms  except  sligl^t  fever.  The  autopsy  showed  hemor- 
rhages in  almost  every  organ,  and  numerous  lymphomata  in  the  thorax  and 
abdominal  cavity  of  which  we  had  no  suspicion  during  the  patient's  life. 

Shall  we  look  upon  these  glands  as  the  cause  of  the  hemorrhages?  This 
is  hardly  possible,  for  they  are  invariably  absent  in  Werlhofs  disease,  while, 
on  the  other  band,  glanduhir  enlargement  is  often  present  without  any  tend- 
ency to  extensive  hetiiorrhages.  We  can  only  say  that  ^landidar  enlarge- 
ments sometimes  lead  to  a  radical  eliange  in  the  blood  in  eonsef|uence  of  which 
hemorrhages  occur,  and  that  tliesc  changes  are  ]iarticnlarly  noted  when  tlie 
lymph-glands  of  the  internal  parts  of  the  bnily  are  diseased. 

In  this  case,  as  I  have  said,  only  the  internal  lymph-glands  wore  enlarged; 
in  other  eases  the  hfrnph-gland  chains  situated  in  the  dlffestive  canal,  i.e.,  the 
(onmls,  the  fjlonds  of  the  mucous  mrmt^ranrs  of  the  mouth  and  cheel\  the 
soli  fan/  and  agminate  glands  of  the  intestine  nnig  he  ajferted,  with  or  without 
invoivement  of  the  external  lympb-glands.  In  const»quence  of  these  enlarge- 
ments all  sorts  of  otherwise  inexplicable  disturbances  occur. 

F\'ver  does  not  Mong  to  the  typical  picture  of  lTodgkin*s  disease.  Xow 
and  then  slight  rises  in  temperature  occur,  partictdarly  when  fresh  glandular 
enlargimients  rlevelop  rapidly,  but  fever  is  not  charactenstic,  and  in  some 
cases  may  be  entirely  absent  until  the  anemia  bceome^  very  grave,  or  until 
near  the  end  of  life.  This  last  t\7>e  of  fever  eorresfionds  to  the  febrile  condi- 
tions which  are  oliserved  in  otlier  severe  anemias.  Of  course  there  may  ho  at 
any  period  in  the  diseast*  a  pyrexia  flue  to  complications. 

1  am  not  unmindful  of  the  fact  that  some  isolated  cases  have  been  described 
in  which  fever  was  a  most  prominent  sympbim.  luit  which,  nevertheless,  have 
shown  in  the  main  the  clinical  course  of  Hodgkin's  disease.     In  these  eases 
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t  From  the  commmjicntion  of  JoMf>9  it  could  not  he  determined  whether  in  his  ctise 
ft  lymphatic  or  a  \iemA  psoudo- leukemia  wiis  present. 
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the  fever  is  usually  reinitteot  or  intermittent,  with  regular  or  irrcgnlar  pauses 
some  of  wliich  last  several  days  (recurring).  Sucli  cases  have  been  deseribed 
by  Pell,  Ebstein  and  others  as  ^^  chronic  rdapMrig  fever''  or  as  '^  recurnng 
glandular  fever,'-  But  in  many,  perhaps  in  the  majority,  of  these  cases,  tuber- 
cle bacilli  and  other  changes  indicating  tuberculosis  have  been  found  in  the 
glands,  and  the  question  has  therefore  arisen  and  been  discussed  whether  these 
eases  should  be  designated  as  **  pseudo-leukemia," 

DIAGNOSIS 

This  brings  us  to  the  difficult  reahn  of  dl/jgnosk,  difficult  for  the  reason 
mentioned  at  the  I  beginning  of  the  article,  viz.,  because  the  conception  of 
"  pseudo-leukemia  "  is  not  a  sharply  defined  one,  or,  more  accurately  exprei<sed, 
because  there  is  no  unanimity  as  to  wtiich  glandular  enlargements  are  to  be 
considered  as  belonging  to  the  disease.  There  is  general  agreement  only  on 
one  point,  that  all  cases  of  secondary*  or  symptomatic  adenitis,  i.  e,,  all  those 
which  appear  in  the  course  of  other  infections  and  are  in  causal  relation  with 
them,  are  not  to  be  designated  as  '*  pseudo-leukemia,''  but  only  those  appearing 
as  primary  J  muUipIe,  glandidar  enlargements  which  domirtate  the  cUnicul 
picture. 

Such  l}^mph-gland  enlargeraentSj  however,  are  by  no  means  always  of  one 
type ;  indeed,  from  a  pathological  ,^f  and  point  they  vary  greatly.  I  have  already 
mentional  that  in  the  cases  deseribeit  as  "chronic  relapsing  fever,^'  or  aa 
'*  recurring  glandular  fever/'  tuberculosis  is  often  found  in  the  cnlaTged 
lymph-glands.  But  it  is  also  true  that  in  a  large  number  of  the  cases  described 
as  **  pseudo-leukemia  ■'  and  showing  the  ttjpical  clinical  picture  of  that  disease 
without  fever  or  with  only  an  occasional  rise  in  temperature,  tnhcrculoms  of 
the  glands  has  been  found.  In  other  cases  anatomical  investigation  has  re- 
veal al  sarconuitous  changes^  and  the  disease  for  this  reason  hiu  been  desig- 
nated It/mpho-mrromaiosis  (Kundrat),  Finally »  in  still  other  eases  the 
glandular  swellings  resembled  leul^emir  hfinphomata. 

This  latter  form  of  multiple  lymph-ghind  enlargement^  and  this  alone, 
Ehrlich  and  Pinkus  desire  to  have  designated  as  "  pseudo-leukemia,**  They  de- 
fine the  latter  as  a  disease  with  hfrnphadenoid  ceU-accnmuIations  which  in  every 
respect  re^semble  the  lymphatic  leukemic  form,  running  its  course  with  an  in- 
crease of  the  tgmphocgtf's  at  the  expense  of  the  multi nuclear  leukocytes  but 
without  any  material  increase  in  the  total  number  of  the  leukocytes.  Their  pro- 
portion to  the  erythrocytes  is  said  not  to  exceed  1  to  200  or  1  to  100.  In  such 
cases  the  tpnphadenoid  proliferafionsi  occur,  not  only  in  the  lymph-glands,  but 
in  the  organs  of  ike  chfisi  and  alHlominal  cnritg  and  in  the  skin.  Just  as  in  lym- 
phatic leukemia.  Whether  the  honej^  are  affected  in  pseudo-leukemia  as  in 
leukemia  is,  as  I  have  already  remarked,  still  t|uest  ion  able. 

This  discovery  represents  (if  true)  an  essential  advance  in  the  conception 
of  pseudo-leukemia,  even  although  for  the  time  it  has  no  great  practiraJ  impor- 
tance, pafticnhirly  for  clinical  diagnosis.  For;  in  the  first  place,  if  the  l>hx)d 
condition  recprircMl  by  Ehrlich  and  Pinkus  is  actually  present,  the  differentia- 
tion of  pseudo-leukemia  from  leukemia  may  Ije  difficult  or  even  impossible. 
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The  ratio  of  white  cells  to  red  cells  which  is  set  tip  a&  a  limit  (namely,  1  to 
200  or  1  to  100)  allows  wide  space  for  variations  in  individual  opinions; 
indeed,  such  a  ratio  is  often  found  in  well-reco^ized  eases  of  knikeraia. 

Further,  it  is  not  easy  to  determine  during  life  that  the  glandular  enlarge- 
ment actually  depends  upon  lymphadenoid  proliferation.  Even  if  an  en- 
larged gland  is  extirpated,  and  these  proliferations  are  found  in  it,  we  cannot 
conclude  with  certainty  from  this  that  in  all  the  other  enlarged  glands  the 
same  changes,  and  only  these,  are  present,  and  that  the  condition  is  not  due 
in  part  to  other  processes,  particularly  tuberculosis,  a  combination  which  has 
been  actually  ohserved  (Askanazy,  Fischer,  Frendwei!er  and  others).  Fur- 
ther,  the  blood  conditions  designated  as  characteristic  by  Ehrlich  and  Pinkns, 
an  increase  of  lynifihocytes  without  much  if  any  increase  nf  the  leukocvtes  is 
not  constant,  a  fact  of  which  I  have  convinced  niyself  in  at  least  one  ease  after 
prolongtMl  observation.  The  proportion  of  the  mononuclear  to  the  polrnuclear 
leukocytes  varies,  and  for  a  time  may  be  even  normal  The  increase  in  Ivmpbn- 
cytc^  is  not  nlways  present  from  tlie  onset.  Finally,  T  do  not  liclieve  that  we 
can  exclude  the  possit»ility  of  ilnding  live  blood-picture  re<|uired  by  Ehrlich 
and  Pinkus,  in  connection  with  glandular  enlargements  which  do  not  show 
the  pure  leukemic  character,  i.  e.,  with  tul>erculosis  or  sarcnmatosis  of  the 
glands,  and  especially  with  the  complicati^l  or  mixed  forms  previously  men- 
tioned. [The  Ehrlich-Finkus  formula  certainly  is  not  present  in  every  ease 
of  pseudo'Ieukemia — and  is  not  at  all  uncommon  in  other  diseases — -e.  g.^  in 
debilitated  and  neurasthenic  conditions,  in  variola,  in  some  B}7>hilitic  cases^ 
and  in  some  acute  septic  enlargements  of  i]w  lymph-ghinds, — Ed,] 

The  greatest  difficulty  is  always  experienced  in  the  diiTerentiation  of  tuher- 
culosis  of  the  l^mph-fjhmds  from  true  lymphomata,  and  it  is  rarely  possible 
(except  when  a  gland  has  bwn  extirpated  and  exanunrxl)  to  decide  this  ques- 
tion ivith  ccrfffinfij.  As  points  of  support  for  a  prohnhh  diagnosis  the  fol- 
lowing may  serve:  Tultereulosis  of  the  glands  is  rare  in  those  beyond  the 
twenty-fiftli  year  of  life.  The  appearance  of  gland uhar  enlargements  without 
any  other  symptoms  in  later  life  woidd  therefore  he  evidence  against  the 
tubercular  nature  of  the  affect  inn*  Pain  and  tenderness  in  the  enlargeci  glands 
is  frequently  ohserved  in  tubi*rculoisis ;  it  is  rare  or  does  not  occur  at  all  in 
lymphomata.  Tidn'nuhjsiA  of  other  organs  is  greatly  in  favor  of  the  assump- 
tion of  a  ghindular  tuberculosisj  and  alsf)  fever,  w^hich,  as  I  have  already  said, 
is  certainly  absent  or  appears  very  rarely  in  the  non*tubcrcular  form,  En^ 
largrment  of  the  .spffrri^  m  the  alisencc  of  fever,  is  against  tuberculosis. 
Finally,  iuhereular  Iyriq)]i-glaiid  enlargements  adhervni  to  fhn'r  .vtrroundinya 
usually  break  down  from  caseation,  and  if  ihey  are  superfinnlbf  sHuatfd  mp^ 
iure  extcrnaU}/.  In  a  case  of  this  kind  it  is  easy  to  make  the  <liagnosis.  But 
caseation  and  abscess  formation  do  not  occur  at  the  onset,  but  only,  if  at  all, 
after  a  lapse  of  time;  licnce  until  this  happens  this  criterion  for  diagnosis  is 
not  present.  Apart  from  this  there  is  a  form  of  glandular  tuljcrculosis  which  _ 
leads  to  very  slight  caseation  or  none  at  all;  I  refer  to  the  indurative  form.  I 
Tlie  nature  of  such  cases  is  obviously  ditlicult  to  detennine.  In  short,  the 
ditferentiiilion  of  tubercular  adenitis  from  lymphoma,  or  the  so-called  lyujph 
adenomata,  is  very  frequently  difficult  or  impijssiblc  during  life. 
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The  same  h  true  of  the  third  previously  mentioned  form  of  glandular 
enlargement,  hfmpho-sarcomntosis.  Acrording  to  A^irchow,  a  hard  and  a  j^oft 
form  of  lympho-sarcoma  have  heen  dilTeTentiatoil,  depending  upon  whether  or 
not  the  proiifcratioii  of  the  reticulum  of  the  gland  and  of  the  connective  tissue 
predoininatea  over  the  cell  proliferation.  The  softer  forms,  however,  show- 
gradual  transition  stages  to  the  pure  lymphomata  or  Ivmphndenomata,  so  that 
even  for  the  pathologist  the  doci&'ion  lietween  these  varieties  of  tumors  may 
be  very  difficnlt,  Henee,  the  harder  eoin posit  ion  of  the  lyniphosareoniata,  com- 
pared to  tlu^  lymphomata,  has  very  little  diagnostic  importance,  as  the  difler- 
ence  is  not  decisive.  Somewhat  more  valuable  in  diagnosis  is  the  fact  that 
lymphosarcoma  has  a  greater  tendency  to  invade  the  capsule  of  tlie  gland 
and  the  neighboring  lissuc,  and  to  rupture  through  the  skin,  which  never 
occurs  in  pure  lymphonuita,  but  which  does  occur,  as  has  just  been  stated, 
in  tubercular  adenitis.  The  tendency  to  metastasis,  which  has  been  mentioned 
as  characteristic  of  lymphosarcoma,  is  of  very  slight  value  in  diagnosis  during 
life,  for  three  reasons:  First,  adenitis  of  other  types  readily  causes  metastases 
iji  internal  organs,  eitlicr  by  way  of  the  lymph  stream  or  bh>od  thanuel ;  sec- 
ondly, metastases  are  frequently  not  recognizable  by  symptoms;  aud  thirdly, 
in  tbe  presence  of  certain  symptoms  it  may  be  difficult,  even  iui possible,  to 
decide  whether  these  symptmns  are  due  to  actual  metastatic  tumors  in  an 
organ  or  are  only  causeil  by  the  pressure  and  irritation  which  glandular  tumors 
in  the  cavities  of  the  body  exert  upon  a  neighl>oring  organ.  Thus,  for  exaui- 
ple,  sTOiptoms  wliich  point  to  an  alfeetion  of  the  respiratory  apparatus,  dysp- 
nea, cough ^  etc..  may  l»c  caused  by  ruetastases  in  tbe  lungs  or  in  the  bronchi, 
as  well  as  liy  pressure  of  enlarged  mediastinal  glands. 

To  all  this  we  must  add  that,  even  in  *]uite  unquestionable  cases  of  lympho- 
sarcoma, we  find  the  blood-picture  which  Ehrlich  and  Pinkns  have  designatetl 
as  characteristic  of  pseudo'leukemia  produced  liy  multiple  lymphomata. 

It  will,  therefore,  not  be  looked  upon  as  an  exaggeration  when  I  say  ihfU 
on! if  in  a  .small  minority  of  cases  u  it  possible  to  recognize  with  certainlij  the 
anatomical  n  ft  hire  of  the  glandular  enlargements  wttlch  are  the  foundation  of 
the  clinicat  picture  vf  pseudo-leukemia.     [See  note  on  page  371. — Ed.] 

ETIOLOGY 

Ab  to  etiology  very  little  has  been  determined  with  certainty.  The  affec- 
tion appears  in  childhoml  and  in  adolescence^  somewhat  more  fre<[uently  in 
the  male  than  in  the  female  sex.  Occasionally  several  cases  have  hcL-n  noted  in 
the  same  family,  for  instance,  among  brothers  and  sisters  or  in  one  of  the 
parents  and  a  child,  and  this  suggests  a  heredltarif  or  famihj  prfdlsposifion. 

Not  infretpiently  pseudo-leukemia  occurs  in  connection  with  other  dis- 
eases as,  for  example,  malaria,  and  often  in  my  experience,  after  diseases  which 
are  combined  with  an  in  flam  mat  org  irritation  of  the  nasal  cavities  and  of  the 
iracheo-hronchial  mucous  menihrane^  i.e.,  after  inflammations  of  the  throat, 
measles,  whooping-cough,  influenza  and  the  like.  One  might  assume  that 
from  the  areas  of  mucous  membrane  just  mentioned  an  irritation  is  exerted 
upon  the  glands  which  causes  enlargement,  but  then  it  remains  unexplained 


378  PSEUDO-LEUKEMIA 

why  these  inflammatory  affections  which  are  so  exceedingly  conimon  rarely 
cause  much  glandular  enlargement,  and  it  is  also  inexplicable  how  the  enlarge- 
ment of  the  glands  originally  irritated  can  distribute  itself  to  distant  parts, 
and,  finally,  to  all  or  nearly  all  the  glands  of  the  body.  The  irritation  theory 
must  be  supplemented  by  assuming  a  special  predisposition  to  disease  of  the 
lymph-glands,  and  this  view  must  serve  to  elucidate  those  cases  in  which  no 
causal  factor  that  could  produce  irritation  has  preceded  the  glandular  enlarge- 
ment. More  plausible  is  the  view  that  a  poison  is  at  work  in  the  blood,  and 
that  the  glandular  lesions  are  only  symptomatic.  In  the  cases  which  appear 
to  develop  spontaneously  and  without  any  evidence  of  such  a  poison,  it  is 
probable  that  there  has  been  noticed  irritation  from  the  tonsils,  or  from  the 
whole  pharyngeal  mucous  membrane.  Many  years  ago  I  pointed  out  the  fact 
that  the  so-called  "  vestibulum  pharyngis  '^  was  a  "  vestibulum  malorum,'*  an 
ante-chamber  by  which  innumerable  pathogenic  agents  found  their  entrance 
into  the  body.  According  to  this  hypothesis,  in  Hodgkin's  disease  a  damag- 
ing agent  finds  its  way  from  the  pharynx  through  the  l3rmph-glands  into  the 
blood  and  thus  causes  enlargement,  first  in  the  glands  of  the  neck,  and  later 
in  the  otliers. 

That  in  the  later  stages  of  the  disease  a  deleterious  agent  must  actually 
be  present  in  the  blood,  is  proven  by  the  almost  invariable  implication  of  the 
spleen,  which  of  late  has  very  aptly  been  designated  as  a  lymph-gland  of  the 
blood. 

COURSE,  DURATION  AND  RESULT 

I  have  very  little  to  add  to  what  has  been  said  regarding  the  course,  dura- 
Hon  and  outcome  of  Hodgkin's  disease.  The  disease  runs  its  course  with 
paroxys^ms  of  varying  duration ;  as  a  rule  it  lasts  from  one  to  five  years,  very 
rarely  longer.  Two  years  is  an  average  duration.  The  usual  outcome  of  the 
disease  is  death,  which  is  the  result  either  of  the  previously  mentioned  pres- 
sure and  stjisis,  or  of  an  increase  in  the  anemia,  producing  exhaustion  which 
is  not  infrequently  intensified  by  copious  hemorrhages.  A  termination  in 
recovery  is  exceedingly  rare.  Occasionally,  prior  to  death,  a  transition  into 
true  leukemia  has  ])een  observed,  with  the  addition,  therefore,  of  characteristic 
blood-cliangcs  to  the  glandular  enlargements. 

THERAPY 

Trcntmrni  of  the  fully  developed  disease  is  not  very  effectual,  as  an  actual 
and  ])(^rmaiiont  recovery  can  scarcely  over-  ])e  })rought  about,  but,  at  the  most, 
only  a  cessation -in  the  «:landular  enlartromont  with  more  or  less  prolonged 
iniprovciiK^nt  of  the  ^^eneral  condition.  Whether  early  treatment  accomplishes 
more,  i.e.,  coni])I(^te  recovery,  is  questionable.  Xevertheless,  an  effort  should 
he  nuidc  ht  ronihdt  fhr  r/hindtiJar  enhirgewnd  as  parhj  as  possible. 

For  tin's  jMirpose  various  rrmrdirs  are  at  our  disposal  to  which  a  certain 
beneficial  eH'cct  cannot  Ix*  denied;  besides  extirpation  of  the  gland. 

Anion;,'  the  rrmrdial  arjruts^  Billroth  has  advised  arsenic  which  has  proved 
most  ellicacious.  This  is  given  either  internally,  or,  more  generally,  in  injec- 
tions subcutaneously  or  in  the  parenchyma  of  the  gland.     For  internal  use 
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we  give  Fnwlors  solution,  one  to  five  drops  once  or  twice  daily^  best  givt^n 
dilutud  with  twice  or  three  times  this  amount  of  ordinary  or  aromatic  water. 
I  believe  arseniom  add  to  be  even  more  effective^  either  in  the  form  of  the 
piltil'F  asiatica^  ( IJ  Acid,  arsenicos.  Q.Oil,  piperis  nigri  piilv.  L5,  rad.  liqiiir. 
pulv.  3.0,  nuieilag.  gtiiiinii  ara)>,  q.  s.  ad  pil.  Ix)  of  wliieh  one  pill  is  tnken 
once  to  three  times  daily  To  avoid  irritating  the  stomach,  these,  like  all 
other  arsenic  preparation!^,  are  not  to  be  given  upon  an  empty  fitomach,  but 
only  while  eating  or  inimed lately  after  a  meal.  A  very  serviceable  arsenic 
preparation  h  sodium  eaeodybite,  als4)  known  under  the  name  of  arsycodile, 
which  contains  considerahle  arsenicnis  acid  (nearly  two-thirds)  and  is  well 
borne.  The  dose  for  adults  is  0.025  to  0.1,  and  this  is  gradually  increased 
in  pills  (sodium  cacodylate  0.25  to  OJ,  saceh.  et  giimmi  arab.  q.  s.  ad  pil.  xx, 
daily  one  to  five  pills)  or  for  children  in  solution  (1:15,  according  to  age 
three  tn  ten  dmps).  After  pro1on;(ed  use  of  tins  preparation,  in  some  eases 
a  disagreeable  garlicky  odor  of  the  breath  appears  and  causes  ns  to  desist  from 
its  use. 

Arsenic  acts  more  readily  by  .^uheulanfous  or  parcnclnfmaions  injections 
(into  tlic  glandular  suhstance)  than  by  internal  aduiinistration,  TTsually 
Fowler's  sohition  is  employed  (heginning  with  t).l  and  cautiously  increasing 
even  up  to  one  gram)  t*r  the  solution  of  s<xlium  arsenite  advised  by  v,  Ziems- 
Ben,  of  which  a  somewhat  larger  dose  is  injected.  But  even  here  cacodylic 
acid  is  to  be  preferreil  on  account  of  its  greater  solubility  and  larger  contents 
of  arsenic.  A  10  i\er  cent,  solution  of  sodium  cacodylate  in  sterilized  water  is 
used  for  ahout  a  week  (one-half  of  a  I'ravaz  syringefu!  being  injected) ;  it  ia 
then  stop|>eil  for  a  few  days,  and  then  resumed,  the  same  dose  being  injected, 
until  gradually,  with  pauses  of  a  few  days,  the  dose  is  increased  to  an  entire 
83rringefuL 

Recently  a  preparation  containing  a  large  quaotity  of  arsenic  atoxt/J  (ani- 
lidmetarsenite)  has  been  advised  by  Walter  Schild,  and  this  seems  to  deserve 
preference  even  above  the  eaeodybite.  Of  a  solution  of  two  parts  in  ten  of 
water,  ts^^o  to  ten  divisions  of  the  hypodermic  syringe  are  injected  and  the 
dose  is  gradually  increased.  The  injections  are  almost  painless,  anrl  are  well 
borne.  In  the  only  case  of  liodgkin's  disease  that  I  treated  by  this  method 
the  result  aj>peared  to  be  satisfactory,  but  the  duration  of  observation  was  too 
brief  to  permit  me  to  speak  of  a  permanent  success. 

A  good  auxiliary  remedy  in  every  arsenic  treatment  is  formed  by  the  min- 
eral waters  containing  arsenic  and  iron,  those  of  Koneegno,  Levico,  Srebrenica 
(Gul)er  spring),  and  of  Cudowa  (Eugene  spring),  which,  on  account  of  the 
arsenic  they  contain  (and  this  is  greatest  in  the  Roncegno  water  and  smallest 
in  the  Cudnvva  water),  must  be  administered  witli  all  the  caution  with  which 
we  prescribe  other  arsenic  preparations  (therefore  not  upon  an  empty  stom- 
ach), in  from  one  to  five  tablespoonfuls  for  adults  and  as  many  teaspoon fuls 
for  children  ;  these  waters  are  best  administered  in  milk  or  Seltzer  water. 

Besides,  |)repurations  of  iodln  have  been  administered  internally  an<l  i»s4id 
as  inunctions  over  the  enlarged  glands.  They  have,  however,  not  proven  par- 
ticularly serviceal>le. 

More  effective  are  inunctions  with  potassium  soap  which,  as  is  well  known, 


is  frecjucntly  l>eneficiid  in  scrofulous  glandular  tumon?.  Ordinary  green 
soap  (8apo  kaiinus  vetialis)  or  tlio  i^omtnvhat  more  agreeable  ffuid  potassium 
soap  (i?apo  kiilinns)  may  Ue  employetl;  ol  the  former,  according  to  the  size 
an<l  number  of  the  enlarge<l  glands,  a  pieee  the  size  of  a  cherry  to  that  of  a 
wahiut,  of  the  latter  a  teaspoonful  to  a  tablespoonful  and  more,  may  he  daily 
ruttbed  into  the  skin  with  a  pellet  of  cotton  until  n^Iness  and  burniui^  arc 
produced,  when  tlie  rul)hing  is  stopped  and  is  not  resunu^d  until  these  irrita- 
tive symptoms  have  disappean?<L 

Since  it  is  often  impossil>le  to  determine  the  nature  of  the  glandular  swcl!- 
ing,  as  I  liavc  previously  stated,  it  is  well  to  add  to  the  soap  substances  wbicli 
have  a  more  or  less  s pec t fie  action  in  particular  dis<nises,  for  example,  iodo- 
form in  certain  tuberculous  processes  (and  also  in  many  syphilitic  ones). 
The  potassium  in  the  soap  loosens  the  epidermis  and  the  cement  edges  in  the 
skin,  and  in  this  way  tlie  direct  entrance  of  iodoform  into  the  diseased  tissue 
is  facilitattnL  An  inunction  of  this  kind  tfuit  I  have  used  in  other  atleetions 
consists  of:  Iodoform  5,0,  sapo  kalinus  and  lanolin  or  unguentum  adipis  lana^ 
or  vaselin,  aa  20.0. 

Exiirpiidfm  of  the  glands,  in  so  far  as  they  are  susceptible  to  operative 
interference,  is  unquestionably  indicated  in  those  cases  in  which  a  single  gland 
or  the  pressure  of  several  glands  in  ibis  area  caus**s  disturbance  or  beeomes 
dangerous.  Opinions  differ  as  to  whether  extirpation  is  advisable  at  an  early 
perimi  when  only  one  or  a  few  glands  are  slightly  alfcctiMl,  since  the  results  of 
such  early  excisions  have  varied.  Some  oljservers  believe  that  extirpation  of 
tlic  glamls,  performc'd  once  or  several  times,  induces  a  slower  wurse  or  a  long 
cessation  of  tlie  disease,  while  others,  on  the  contrary,  have  observed  a  more 
rapid  growth  of  the  glands  to  follow.  The  explanation  of  this  variation  may 
he  that  frefpiently.  besides  the  external  visilile  glands  that  may  l»e  reachetl, 
others  He  more  deejily  hidden,  or  cannot  l^e  reached  hy  the  knife  of  t!ie  sur* 
gcon,  and  the  operative  removal  of  t!ic  former,  perhaps  also  of  others  which  up 
Uy  that  time  had  not  been  imfilicattMl  in  the  morbid  [vrocesses,  causes  irritation. 

Early  extirpation,  therefore,  can  only  he  looked  upon  ae  an  experiment 
w^hich  may  meet  with  success,  and  this  is  the  more  likely  the  earlier  it  is 
attempted. 

Besides  this  treatment  which  is  especially  directed  to  the  glandular  swell- 
ing we  must  try  by  every  means  fo  rrdure  the  anfmia  anf!  improve  the  geti' 
era!  cottditwri.  Above  alb  the  patients  should  have  the  advantage  of  the  most 
farorftblr  hrfgif^ftir  ronflitions,  nutritious  food,  fresh  air  either  in  the  country 
or  other  suitable  climate,  as  well  as  such  measures  as  are  possible  in  the  indi- 
vidual circumstances  for  siimMlaiing  meiabolvim  from  the  skin,  such  bm  fric- 
tion, baths,  etc. 

All  this  may  be  most  readily  secured  in  properly  chosen  sanatoria.  The 
most  pojndar  afuong  these,  probably  on  account  of  their  well-known  effect 
upon  scrofulous  glandular  atTwfions,  are  the  sodium  chlond  springs  (pnriiru* 
htrhf  the  stronger  soft  springs),  and  especially  (he  iodin-  and  hromin'rontatntng 
salt  springft^  such  ajf  those  at  JfalJ  in  I'pper  Amtrin,  Krnnkenhril,  Konigs* 
dorjf-Jnslrzemb,  Kreuznnvh  and  others.  These  springs  are  used  for  bathing, 
for  poultices,  and,  with  necessary  caution,  also  for  drinking. 
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The  most  useful  remeduil  measures  for  the  latter  purpose  are  tonics  and 
roborants,  jiud  chiotlv  tlie  prepiiratiouri  of  iron  ao<i  quinin.  Arsenic  when 
properly  used  has  a  tonic  effeet,  and  so  improves  the  nutrition  that  if  it  is 
administere<!  internahy  otht;r  remedial  agents  nuiy  lie  dispensed  with,  or  sim- 
ply comhiiieil  with  arsenie.  Lately  a  combination  wiih  ferruoi  caeodylicuni 
in  daseg  of  tJ.25-U,3  gram  daily  has  lxH.m  advised  according  to  the  following 
prescription:  Ferr,  cacodyL  LO,  Aqu.  einnam.  2-5,  of  which  2Q  to  lU  drops 
are  taken  three  times  daily. 

I  need  hardly  say  that  in  every  dietetic  and  drug  treatment  aitntfton  to  the 
digestive  organ.^  is  of  great  importance,  and  if  these  show  any  disliirlianee  of 
function,  amelioration  must  here  lie  tir>t  attempted. 

It  is  also  self-evident  that  febrile  conditions  or  jjossihlc  complications  are 
to  he  treated  according  to  their  sptN?ial  indications.  [The  X-ray  treatment  of 
Hodgkm^s  disease  seems  at  this  time  to  promise  more  than  any  other.  The 
nuniher  of  cases  is  not  large,  hut  the  results  are  often  favorahle.  The  technic 
is  very  simple;  the  affeeted  glands  are  exposal  to  the  X-ray  for  m  long  a 
period  (every  day  or  every  secoud  day)  as  the  skin  wi!l  stand  without  sustain- 
ing any  *'  l>lush/'  Pressure  symptoms  due  to  substernal  glands  have  thus  been 
very  notably  relievt*d, — Ed.] 

BANTI'S    DISEASE 

We  turn  now  to  tlie  description  of  the  second  form  of  pseudo-leukemia, 
the  lienal  or  .Hplenic  variety,  in  which  enlargement  of  the  spicen  is  predomi- 
nant or  appareuiltj  occurs  alone,  i.  e.,  without  glandular  enlargement.  I  say 
apparently,  for,  according  to  my  investigations,  the  lym pi ; -glands  are  almost 
always  implicated.  It  is  true  that  sometimes  the  enlargement  affects  only  the 
deeper  ones,  particularly  those  glands  sitmited  in  the  abdominal  cavity,  and 
therefore  recognizable  only  at  autopsy.  There  are  numerous  cases,  as  I  have 
mentioned  previously,  in  which  the  spk^n  and  lymph -glands  are  attacked 
simultaneously,  and  these  cases  are  designated  as  pseudo-leukemia  lymphatico- 
lienalis,  and  constitute  a  transitional  stage  between  the  two  other  forms. 

Aside  from  the  glandular  swelling  and  the  course  of  the  disease  the  clinical 
picture  in  the  lienal  form  scarcely  differs  from  that  of  the  lymphatic  form 
(Hodgkins  disease),  and  the  description  may  consequently  be  brief. 

Besides  the  enlargement  of  the  spit?(m,  or  even  before  this  becomes  notice- 
able, the  earliest  symptom  is  anemia,  and  Gretsel  (Griesinger)  has  therefore 
designated  the  disease  as  ''  splenic  anemia,'*  But  this  name  is  not  distinctive 
for,  as  later  researches  have  shown,  the  lilood  finding  does  not.  or  at  least  not 
always,  correspond  morphologieally  to  that  of  simple  anemia.  On  the  con- 
trary, manifold  changes,  particularly  in  regard  to  the  number  and  proportional 
relations  of  the  leukocytes,  are  met  with,  but  never  such  a  decided  increase  as 
in  leukemia.  At  one  time  the  blood  may,  in  faet^  resemble  simple  chronic 
anemin,  i.e.,  the  nund>er  of  erythrocytes  may  Ix'  more  or  less  decidedly  de- 
creased^ the  hemoglobin  to  the  same  degree  or  even  more  decidedly  diminished, 
and  the  proportion  of  lenkoeytes  to  erytfirocytes,  although  varying  not  mark- 
edly, exceeds  normal  limits.     [The  very  low  color-index  has  been  especially 
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emphasized  l)y  Osier. — Ed,]  At  otlier  times,  with  the  i^nrao  relation  of  the 
erythroevtes  and  of  the  heiiioglobin,  leukopenia  i:^  present;  that  is,  there  is 
a  conspiruoncS  diminution  of  the  leukocytes  l>elow  the  hiwest  normal  limits. 
In  still  other  eases  lliere  is  a  relative  deerease  in  the  polvnuclear  neutrophilic 
leukocytes,  whieh  normally  make  up  about  three-quarters  of  the  lcnkfX!ytes. 
Sometimes  the  cells  desinrnafed  as  hfmplKfCffies  are  predominant,  i.  e..  a  Jf/m- 
phocr/themm  is  present.  In  eonelusion,  a  blood  change  is  found  whicli  in  some 
respects  resembles  pernicious  anemia;  namely,  nucleated  erythroejie^  of  nor- 
mal or  larger  she  (normoblasts  and  megalolilasts)  are  seen,  and  with  this  an 
increase  in  the  leukocytes,  sometimes  of  the  polTOuclears,  sometimes  of  the 
lymphocytes. 

This  latter  blood  composition  is  obserYcd  pre-eminently  in  infancy,  and 
has  been  deserilied  by  v.  Jakscli  aa  ani'mxa  infanium  pseudoleid'emica.  This 
is  a  pBCudo-lenkomia  which  has  special  eharaeteristies  in  thn  infantile  organ- 
ism. Normally  t!ie  infant*s  lenkoe^ies  are  more  numerous  than  tliose  of  the 
aduHj  and  in  the  child  the  lymphocytes  also  are  more  profuse,  and  from  the 
hyperemie  red  marrow  of  the  growing  bones  nucleated  young  erythrocytes 
more  readily  enter  the  circulation.  These  nucleated  erythrocytes,  according 
to  our  preseivt  views,  ar(^to  be  regarded  aa  immature  eorptiscles. 

Other  blood  lesions  such  as  poikiloeytosis,  increase  of  the  blood  plaques, 
etc.,  are  not  characteristic. 

We  must  not  expect  that  the  same  hlood  condition  will  he  present  in  every 
case  and  at  all  times  for,  in  the  iirst  phicCj  these  changes  arise  gradually  in  the 
hlcM>d  with  an  increase  of  the  anemia,  and  probaldy  also  with  the  growth  in  the 
Bpbx^n,  corresponding  to  the  growih  in  the  glands,  as  in  Hodgkin's  disease. 
Thus,  in  this  malady,  as  in  the  otlier  form,  periods  of  transitory  improvement 
in  the  cfmdition  occur  and  the  lilood  coniposilicm  improves.  Further  febrile 
conditions  may  arise  under  the  iulliience  of  which  the  number  of  leukocytes 
may  change;  for  example,  a  leuko|K?nia  may  give  place  to  a  lenkocytosis;  or, 
again,  profuse  henKirrhages  in  the  disease  may  entirely  alter  the  blood  picture. 

In  the  splenic  form  of  pstmdo-leukemia,  certainly  in  adults,  hemorrhages 
are  even  more  frerpient  than  in  the  lymphatic  form,  especially  heuiorrhages 
from  the  nose  and  from  the  gastro-intestinal  canal ;  but  there  are  also  hemor- 
rhages from  the  gums,  from  the  skin,  and  from  the  vitrcfms  body  of  the  ere. 
etc.  [Osier  has  explained  tlie  gastric  hemorrhages  as  due  to  the  inability  of 
the  stomach  veins  (anastomosing  with  tbo.^e  of  the  spleen  through  the  vasa 
brevia)  to  empty  themselves  on  account  of  the  cirrhotic  process  which  forms 
part  of  the  changes  in  the  spleen. — Ed.] 

The  urine  is  very  similar  to  that  of  the  lymphatic  form* 

The  implication  of  the  liver  m  sjdenic  pseudo*leiikemia  is  very  interest- 
ing. In  tbe  lymphatic  form  eulargeuicnt  of  tlie  liver  also  occurs,. due  to  the 
previously  mentioned  metastatic  IvTuphomata  or  lymphomatoid  fonnationi?. 
But  these  lympliomata  are  rarely  of  decide*!  extent  and  rarely  give  rise  to 
marked  disturbance.  In  the  splenic  form,  however,  the  liver  is  very  fre- 
quently and  conspicuously  involved.  Banti  deserves  credit  for  having  fir^t 
called  attention  to  the  combination  of  pspudo'lful-emic  enlarge mrnt  of  the 
8phen  with  cirrhosis  of  the  liver,  and  for  having  remarked  the  causal  eonnec- 
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tion  between  tliein  ;  tlierefnro  qttite  projwrly  this  corabination  is  designated 
aa  Biinti*s  disuaj^e. 

The  cliicf  &}Tnptam  by  which  cirrhosis  of  the  liver  may  l>e  rceog^nized  is 
ascites.  Yet  this  may  occur,  as  I  have  seen,  in  pseudo-leu kemi a  in  tvhich  the 
liver  is  not  aUacked,  or  to  but  an  insignifimnt  extent^  m  that  l)csides  cirrhosis 
of  the  liver,  to  which  Banti  refers  tlie  ascitei^  in  all  cases,  other  causes 
may  be  operative.  As  such  a  cause  I  have  nientione<I  dlspJnremrni  of  the 
hjmph  channels  in  the  abdominal  cavity  by  enlarged  lymph-glands,  which, 
especially  if  combined  with  au  anemic  composition  of  the  blood,  and  perhaps 
with  stasis  due  to  the  marked  enlargenient  of  tlic  spleen,  may  give  rise  to 
ascites.  In  some  cases,  dispa.sc  of  the  portal  vein  may  possibly  be  the  cause. 
[A  calcified  thrombus  of  the  portal  vein  has  been  found  by  Warthin  in  two 
cases  of  this  disease  (splenic  aneraia), — Ed.] 

Banti  reports  that  in  the  disease  name^I  after  him  the  intima  of  the  portal 
vein  from  the  anastomosis  of  the  splenic  veins  to  the  liver  has  bei^n  found 
covered  with  coarse  plaques  similar  to  the  sclerotic  and  atheromatous  coats 
of  the  aorta.  He  assumes  that  toxic  subs^tanees  from  the  originally  discaseii 
splwn  have  reached  the  portal  vein  through  the  veins  of  the  spleen,  and  later 
reached  the  liver,  thus  causing  the  pathological  changes.  In  two  cases  belong- 
ing to  this  category  upon  which  autopsies  were  held,  and  in  which  neither 
ascites  nor  liver  cirrhosis  was  present  (which,  therefore,  did  not  strictly  rep- 
resent Banti's  disease),  these  changes  were  not  found  either  in  the  portal  vein 
or  in  the  splenic  vein.  They  belong  ]»erhaps  to  a  more  advanced  stage  of  the 
disease. 

But  even  if  ascites  is  present  the  clinical  picture  deviates  in  many  essential 
points  from  ordinary  liepatic  cirrhosis,  that  form  known  as  *^  alcoholic  liver." 
The  enbirgement  of  the  spleen  in  psemlo-leukeinia  is  much  greater  than  in 
the  latter,  and  the  skin  dfies  not  show  the  grayish  yellow  discoloration  which 
is  so  usual  in  cirrhosis  of  tlie  liver.  On  the  contrary,  it  is  pale,  as  in  anemia, 
providtNl  unusual  circumstances  do  not  bring  about  a  darker  pigmentation. 
For  exauiple,  Osier  has  observtjHl  in  some  cases  a  melanotic  disrolftration  due 
to  an  old  mnhiria.  Furthermore,  the  urine  is  usually  of  a  different  compo- 
sition, without  bilirubin  and  uroliilin,  provided  special  complications,  such  as 
dc*cided  stasis  due  to  ascites  and  the  like,  are  not  present. 

We  must,  however,  agree  with  Banti  that  in  the  clinical  condition  named 
after  him  the  enlarfjemeni  of  the  spletn  is  the  primfini  affection  and  not  the 
result  of  enlargement  of  the  liver.  In  the  other  cases  of  splenic  pseudo-leu- 
kemia not  associated  with  hepatic  cirrhosis,  it  can  no  longer  be  douhte<l  that 
the  enlargement  of  the  sple«in  is  the  primary  affection  to  which  the  other 
disturbances,  partictdarly  the  anemia  and  the  abnormal  composition  of  the 
blood,  may  be  attrilmted. 

Tlie  anatomical  condition  of  the  splenic  tumor  is  usually  reported  as 
dependent  upon  htjperplaaiii,  but  microscopic  investigation  shows  variations 
which  depend  upon  the  extent  to  which  the  pulp  and  tlie  ilalpighian  l)Oflies 
as  well  as  the  traljecula?  are  implicated  in  the  hyperplasia.  It  appears,  or  so 
I  conclude  from  a  case  observed  Ity  me,  that  in  early  cases  only  the  tl^sne  of 
the  pulp  is  hyperplastic  owing  to  a  decided  increase  of  the  lymph-cells  in  the 
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reticulum.  Afterwanl  an  enlargoTneiit  of  the  Malpijjhian  hmlies  with  an  in- 
crea:^e  in  llielr  t't?lls  is  ol)served,  so  tliat  thrn'  stainl  nut  as  grayish  wliile  nodules 
of  the  size  of  a  pea,  having  the  eharacteristies  of  hfmphomala.  Finally,  with 
the  lapse  of  time  the  connect ive  tissue  proliferates,  the  capsule  of  the  spleon 
becomes  thickened,  the  spleen  itself  hardens  and  is  permeated  hy  more  or  less 
ten.se  connective  tissue  strarjds  by  whtch  ihe  pulp  is  more  and  more  obscured 
or  absorbed.  The  follicles  beconie  thickentHl  and  enlarge*!  ami  j^radually  lose 
their  reticular  structure  and  cellular  stratification,  being  changed  into  tough 
fihro-cellular  nmlules.  At  last  the  normal  structure  of  the  spleen  disappears 
to  a  greater  or  less  degree,  and  only  tough  tTabeeular  tissue  remains. 

In  this  jirocess,  the  larger  vessels,  the  arteries,  and  pjirticularly  the  veins, 
are  often  found  thickened,  sometijiies  also  covered  with  chalk  plates,  such  as 
Banti  observ^ed  in  the  trunk  of  the  splenic  vein  in  eases  complicated  with 
hepatic  cirrhosis. 

The  came  of  the  enlargemenl  of  the  splveuy  i.e.,  the  nrtnal  cavse  of  the 
dht*as(\  vi  vnkiiown.  In  the  relation  of  the  spleen  to  tbe  blood,  which,  as  I  have 
already  stated,  may  be  compared  to  that  of  the  lymph-glands  to  individual 
areas  of  tissue,  it  may  certairdy  be  considered  that  a  deleterious  element  pres- 
ent in  the  hlcKxl  exerts  an  irritation  upon  the  spleen.  Wliat  tbe  nature  of 
this  irritation  is  we  do  not  know.  Specific  bacteria  or  toxins,  which  nowadays 
80  readily  come  into  consideration,  have  not  been  found.  Much  favors  the 
view  that  the  damage  originates  in  the  gastro-intcstinal  canal,  and  thence 
reaches  the  blood.  The  circumstance  that  digestive  disturbances,  especially 
diarrhea,  frcc|ucnl]y  precede  enlargement  of  the  spleen,  and  the  fact  that 
swelling  of  tlie  lynjph-glands  iu  the  abdominal  cavity  is  rarely  absent,  favor 
thi^  hy  potties!  s. 

From  thi^  point  of  view  Ihr  aj^ftumptwn  is  cfrtiutilij  justified  that  the  dis- 
eaM'  of  the  liver  i-s*  not  necefisaritij  cafised  tnj  enlargement  of  the  spleen^  hut  that 
it  is  the  indcpendrnt  consequenve  of  the  mme  deleterious  process.  By  this  we 
do  not  intend  to  deny  that  the  abnortnally  constituted  Idood  which  circulates 
from  the  sj)Iam  to  the  liver  may  cause  pathological  elTects.  It  may  be  in  con- 
sequence of  the  simultaneous  aclion  of  liotb  poisons — that  of  tlie  gastro-intes- 
tinal  canal  and  that  of  the  spleen — that  the  hepatic  cirrhosis  sometimes  devel- 
ops very  early,  at  other  times  hardly  at  all. 

As  a  contribution  to  our  knowledge  of  the  etiology  of  pseudo-Ienkeraia,  it 
must  be  stated  that  in  a  fair  proportion  of  cases  tbe  malady  develops  in  the 
course  of  diseases  in  wliich  enlargeuieut  of  the  spleen  or  a  chronic  splenic 
tumor  already  exists,  or  in  the  course  of  which  it  appears,  e.g.,  in  malaria^ 
atfphilvi,  particularly  in  that  form  which  occurs  in  children,  hereditary  Sffph- 
His,  and  in  rickets.  The  characteristic  symptoms  of  Ihe  latter  disease^s  grad* 
ually  retrograde,  while  the  splenic  tumor  persists  or  even  increases;  anemia 
and  cachexia  l>ecome  more  prominent,  and  gradually  (he  boundary  line  Ix^tween 
these  maladies  and  pseudo-leukemia  disappears,  and  it  l>ecomes  impos^sible  to 
say  where  the  one  begins  and  the  other  ceases. 

The  character  of  the  Ijlood  may  in  such  instances  dcTide  the  diagnosis, 
particularly  if  the  change  d^jscribni  by  Ehrlich  and  Pinkus  is  pre^nt — or* 
at  all  eventSj  a  relative  increase  of  the  lymphocytes  with  a  low  count  of  leuko^ 
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cytci?  siiL'li  a5  waiiM  oxcluflo  Icnkeinia.  But  1  havo  already  iiiontifmod  that 
a  heniatolojL^iciil  corulttion  of  this  kind  k  not  always  prusent,  even  in  cases  that 
art'  to  Uv  strict  I V  ennsidcred  pseiida-k'ukemia.  In  these,  another  state  nf  the 
hl(K)d  eoniliined  with  a  eliameteristie  enlarf^eiuent  of  tlie  spleen  is  of  impor- 
tance in  tlie  dtapiosjs,  namely,  a  simple  htgh-graded  anemia,  i.  e.,  ofigociftke- 
mla  and  oUgurhmmi'mia  and  tins  is  especially  so  if  leukopenin  Ik?  also  jiresent. 

The  rccoixnition  of  splrnic  vnlargcmeni  in  cases  of  this  kind  can  hardly  he 
di  then  It,  for  the  spleen  early  attains  a  size  that  is  scarcely  ever  seen  except  in 
leukemia.  Its  lower  horder  may  reach  anteriorly  to  the  tr«e  pelvis,  to  the 
median  line  and  even  heyond.  The  surface  is  smooth^  and  npon  pressure  the 
organ  is  hut  slightly  or  not  at  all  painful. 

In  tlie  differential  diagnosis  all  olher  hypertrophies  of  the  spleen  nuist  he 
excluded,  and  this  is  usuall}^  not  difhcult,  for  acute  cnlarfrenui'nts  do  not  come 
into  consideration.  The  chronic  enlargements,  inchiding  tulierculosis  and 
amyloid  detj:encratton,  which  arc  somewhat  rare,  may  he  readily  recognized, 
provided  the  ctinlngie  factors  and  the  condition  of  the  other  organs  are  eon- 
sidercd.  ["Idiopathic"  splenic  enlargement  with  anemia  very  slight  or 
absent  and  no  other  symptoms  at  all  is  at  times  ditficult  to  separate  from  some 
of  the  eases  in  this  group, — ^Kd.]  The  diagnosis  is  made  w  ith  less  ease  wlien 
ascites  is  present,  not  hecause  there  is  any  difiiculty  in  determining  the  enlarge- 
ment of  the  spleen,  hut  hecause  the  question  then  arises  whether  hepatic  cir- 
rhosis is  also  present,  and  whether  this  or  the  enlarged  spleen  is  the  priinary 
alfection,  i.  e,,  whether  Hanii»  disease  has  or  has  not  develoj>ed.  Here  again 
an  examination  of  ttie  lilood  w^ill  aid  in  the  decision  provided  the  ahove-men- 
tioned  changes  are  pres<'nt.  The  enlargement  of  the  spleen  in  primary  hepalic 
cirrhoMiii  is  never  so  great  as  in  Banti*s  disease,  and,  according  to  my  experi- 
ence, the  appearance  of  the  skin  and  the  condition  of  the  urine  in  the  latter 
atfeetion  are  not  the  same  as  in  hepatic  cirrhosis. 

The  course  and  termination,  and  tiierefore  tlie  prognosis  of  splenic  pseudo- 
leukemia, do  not  dillVr  greatly  in  aduits  from  the  lymphatic  variety.  The 
condition  is  different  in  chUdren,  Here  not  infrequently  it  is  possible  to  bring 
about  a  decided  improvement  in  the  anemia  and  in  the  general  condition,  and 
even  a  diminution  in  the  si/.eof  the  spleen.  1  do  not  know  whether  or  not  this 
retrogression  may  he  couiplete,  but  in  cases  not  too  far  advanced  I  hetieve  it 
possible.  This  ditference  in  the  nature  of  the  disease  in  adults  and  in  chil- 
dren may  depend  upon  the  action  of  the  blood-forming  organs,  particularly  the 
h<jne-marrovv,  which  in  children  sliows  a  more  vigorous  function.  It  is  for 
this  reason  that  children  react  iiiore  readily  to  deleterious  agencies,  and  for 
this  reason  also  an  improvement  is  more  easily  brought  about  in  children  than 
in  adults. 

In  the  treatment  of  this  form  of  pseudo-leukemia  the  same  factors  must 
guide  ns  as  are  decisive  in  the  other  variety,  only  that  here  not  the  enlarge- 
ment of  tlie  lyuii>h-glauds  but  that  of  the  spleen  is  to  l)C  coml>atcMh  l^n for- 
tunately drugs  have  even  less  powder  to  influence  this  process  than  in  the  former 
instance.  There  are  a  certain  number  of  so-called  "  splenic  remedies/*  but 
they  owe  their  reputation  chiefly  to  their  ellicacy  in  malaria  and  in  the  en- 
largement of  the  spleen  dependent  upon  this  disease,  Quinin  is  to  be  men- 
20 
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tioned  first  among  these  drugs,  then  piperin  and  eucalyptus.  But,  even  in 
cases  in  which  malaria  has  preceded,  they  have  no  e£Eect  upon  the  remaining 
splenic  tumor;  and,  besides,  these  patients  have  already  taken  quinin,  arsenic 
or  other  remedies  to  a  considerable  extent.  If  not,  arsenic  in  one  of  the  forms 
previously  mentioned  may  be  employed,  at  least  internally,  on  account  of  its 
stimulation  to  metabolism,  and  perhaps  also  because  of  its  power  in  blood  pro- 
duction. Suhcutaneously  atoxyl,  which  has  already  been  mentioned,  is  espe- 
cially worthy  of  a  trial.  Parenchymatous  injections  of  arsenic,  of  carbolic 
acid,  etc.,  have  been  resorted  to,  but  as  these  are  not  absolutely  harmless,  and 
are  of  questionable  value,  they  are  not  advisable.  Inunctions  in  the  splenic 
region  are  useless,  nor  have  I  seen  any  benefit  from  massage  or  electricity. 
Somewhat  more  effective,  it  appears  to  me,  is  the  application  of  cold  to  the 
splenic  area,  particularly  in  the  form  of  the  cold  douche,  the  jet  douche  after 
Fleury,  or  the  fan  douche.  These  are  best  employed  while  the  patient  lies 
upon  the  right  side  of  the  body  in  a  warm  bath,  with  the  left  side  of  the  abdo- 
men exposed. 

The  most  certain  means  of  overcoming  the  splenic  tumor  and  (in  so  far  as 
this  is  considered  to  be  actually  the  first  of  the  main  symptoms  of  the  disease) 
to  bring  about  recovery,  is  splenectomy.  But  this  is  neither  so  easy  nor  so 
harmless  as  the  removal  of  the  enlarged  lymph-gland.  Adhesions  of  the  tumor 
to  surrounding  organs  and  marked  hemorrhage  present  great  difficulties  in 
the  operation,  and  endanger  the  life  of  the  patient.  Nevertheless  lately, 
owing  to  improvements  in  technic,  extirpation  of  the  spleen  has  been  success- 
fully accomplished  in  pseudo-leukemia,  and  in  a  number  of  cases  has  brought 
about  the  disappearance  of  the  anemia  and  of  the  cachexia ;  for  what  length  of 
time  is  another  question.  Of  course  success  is  to  be  expected  only  when  the 
disease  has  not  existed  for  too  long  a  time,  and  severe  sequelae,  such  as  cirrho- 
sis of  the  liver,  multiple  lymph-gland  enlargement,  etc.,  have  not  appeared. 

If  ascites  is  present  the  attempt  may  be  made  to  prevent  its  recurrence, 
and  to  ])ring  about  a  decrease  in  the  size  of  the  spleen,  producing  a  collateral 
circulation  with  the  venous  system  of  the  body,  by  attaching  the  omentum  and 
the  spleen  to  the  abdominal  wall  (after  Talma  or  Schiassi). 

Extirpation  of  the  spleen  in  children  is  less  likely  to  be  considered,  for 
in  them,  as  mentioned,  the  hygienic,  dietetic  and  drug  treatments  are  more 
effectual.  lodin  and  iron  have  proven  serviceable,  as  well  as  arsenic;  baths 
and  a  change  of  climate  are  to  be  recommended  as  in  the  lymphatic  form. 
The  same  treatment  is  of  course  to  be  employed  in  adults. 
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THE    HEMORRHAGIC    DIATHESES 

By   M.    LITTEN,  Berlin 

There  is  a  group  of  diseases  in  which  the  essential  symptom  is  a  tendency 
to  more  or  less  extensive  hemorrhage,  which  distributes  itself  over  various 
organs  and  thus  becomes  dangerous  to  life. 

We  designate  this  tendency  to  external  and  internal  hemorrhages,  which 
probably  depend  upon  a  change  in  the  blood  or  in  the  blood-vessels,  or  in  both, 
as  the  hemorrhagic  diathesis.  The  diseases  which  belong  to  this  group,  which 
in  some  cases  resemble  one  another  so  closely  that  it  has  sometimes  been 
thought  possible  to  combine  them  as  one  disease,  were  formerly  designated 
"  scurvy."  But  to-day  there  is  much  diversity  of  opinion  as  to  how  far  this 
division  is  justified. 

In  accordance  with  the  present  state  of  our  knowledge,  the  following 
groups  will  Ikj  considered  separately:  1.  Scurvy;  2.  Hemophilia;  3.  Morbus 
maculosus  Werlhofii.  But  even  with  these  subdivisions  it  must  be  empha- 
sized that  our  knowledge  does  not  often  permit  a  sharp  separation ;  the  boun- 
daries are  partly  artificial,  being  neither  etiologically  nor  pathologico-anatom- 
ically  defined  with  accuracy. 

SCURVY 

By  scurvy  we  understand  a  general  disturbance  of  nutrition  which  rarely 
occurs  sporadically  but  usually  epidemically,  and  almost  always  under  the  in- 
fluence of  uiifav()ral)le,  unby^ienic  circumstances,  particularly  that  of  improper 
food  ;  it  is  usually  of  insidious  onset  and  slow  course,  and  may  terminate  either 
in  comj)U'(c  recovery  or  in  death. 

The  (lisrasc  is  cliaracterized  by  a  severe  general  cachexia  and  by  a  series  of 
local  (listurhancos  chiefly  due  to  a  transitory  hemorrhagic  diathesis;  this  may 
j)rcscnt  syniptoins  that  completely  coincide  with  those  of  hemophilia,  of  pur- 
pura liciuorrhn^nca,  or  purpura  rheuniatica,  hut  is  sharj)ly  differentiated  from 
th«?  lirst  hy  tlic  fact  that  the  chancres  are  hcRHlitary  in  the  former  affection 
and  pcrniaurntly  present  in  the  individual,  while  in  the  latter  and  in  scurvy 
we  are  always  dealini;  with  an  accjuired  disease  which  is  generally  transitory, 
and  terminates  in  recovery  or  death.  althou<rh  friMjuently  many  relapses  take 
place. 

HISTORY 

The  histnrjf  of  sriirry  is  exceedin^dy  interest iuL'  and  important,  as  it  dem- 
onstrate^ most  forcibly  the  pro^rress  of  hy^nene  and  of  scientific  inyestigation. 
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When,  after  the  cliscnver}^  of  America,  shipping  acquired  ncur  interest, 
when  voyages  which  formerly  were  limited  to  tiie  coasts  of  countries  were 
extended  over  the  open,  wide  sea,  the  brave  seafaring  men  were  confronted 
witli  now  and  quite  peeuHar  c*>nditif>ns  of  life.  Cut  oil  ff>r  many  months 
from  hiiid»  exposed  to  the  rriercy  of  the  winds  and  the  waves,  rnuit<:M3  to  the 
narrow  confined  of  their  ship,  where  they  huddled  tojs^ether  in  large  nnmbers, 
often  exposed  to  great  hardsliip,  in  the  choice  of  food  and  drink  they  were 
entirely  restricted  to  that  brought  from  their  homes,  and  piirticukrly  to  such 
food  as  cnul<l  Ue  Ivcpt  for  a  hmg  time.  Frequently  they  were  compelled  to 
subsist  on  food  more  or  less  tainted.  It  is  obvious  that  such  conditions  would 
inevitably  result  in  disease;  and,  great  and  brilliant  as  are  the  discoveries  of 
that  time,  the  great  and  hideous  figure  of  scurvy,  the  disease  which  developed 
from  these  vriyages  of  discovery,  and  which  caused  the  failure  of  many  expedi- 
tions, cannot  be  forgot trn. 

In  the  year  14*.J8,  when  Vasco  de  Gama  undertook  his  celebrated  voyage 
around  the  Cape  of  Good  Hope,  the  crew  was  attaeketi  by  scurvy,  and  of  160 
persons  he  lost  in  a  short  time  more  than  one-thinl.  We  know  w^ell  the  deci- 
mating clmraeter  of  the  disease  wliieh  occurred  in  the  expedition  of  Cartier 
in  1535 J  and  in  those  of  v.  Monts,  Pontgrave  and  Poutrincourt  to  Canada 
toward  the  end  of  the  sixteenth  century;  in  the  French  expedition  of  Dellon 
to  India :  in  the  journey  of  tlu?  English  fleet  nnder  Lord  Anson  around  the 
world  ( 174t)-lT44),  in  which  voyage  the  disease  recurred  rfqientedly  in  various 
latitudes,  and  380  out  of  -500  men  succumbed  to  the  malady;  in  the  Xnrth 
Polar  expedition  of  Ellis  (1T46-I747)  in  search  of  the  northwest  passage  to 
Hudson  Bay;  in  the  fleet  of  the  English  adruiral,  Gleary^  who  in  1780  re- 
turned with  2,4<MI  scurvy  patients,  and  in  other  expeditions. 

The  reports  of  these  expeditions  are  so  definite  that  there  can  be  no  doubt 
of  the  identity  of  the  disease.  We  have  les.s  information  regarding  the  occur- 
rence of  scurvy  upon  land^  the  first  reliable  re|>ort  of  whicli  datt?fl  al>out  a 
hundred  yt'ars  hiter,  at  which  time  the  name  scurvy  or  "  scharbock  "  for  the 
first  time  ap[K*ared.  Gur  knowledge  of  the  oceurrence  of  the  disease  in  an- 
tiquity is  very  limited,  although  it  may  be  assumed  that  the  peculiar  condi* 
tions  which  favored  the  appearance  of  the  pest,  as  later  investigation  ha^ 
taught,  must  also  have  produced  scurvy  in  earlier  epochs. 

11ie  best  historical  accounts  of  scurvy  we  owe  to  August  llirsch,  whose 
description  we  have  mainly  followed. 

He  succeeded,  however,  in  finding  in  rdd  medical  writings  only  one  form 
of  the  disease  descrilKnl  which  so  far  correspf)uds  to  the  picture  of  seurvy 
that  tlieir  identity  may  be  assumes! ;  namely,  in  the  Hippoeratic  collec- 
tion, an  affection  dt^scribed  as  ilXto^  atfuiTm;?,  Although  the  disease^  des- 
ignated as  SttAjJvc^  fA.€ydXai  [Magni  licncs]  by  lli|qioc rates,  Aretanis,  Cel- 
sus,  Cadius,  Aurelianus,  Paulus  .Egineta,  Avicenna  and  others  has  bei7n 
by  some  authorities  taken  for  scurvy,  Hirscb  demonstrates  tluit  this  disnise  was 
malaria.  Pliny  mentions  two  diseases,  stomaiokake  and  skalotyrbe,  tht*  first 
in  particular  running  its  course  with  an  affiX'tion  of  the  mouth  resembling 
scurvy. 

But  it  is  quite  as  likely  that  Ibis  was  "stomatite  ulciSreuse/'  an  army  dis- 
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ease,  as  the  herba  Britannica  was  used  for  stomatokake  and  skalotyrb6.  Some 
have  considered  oscedo  (a  disease  mentioned  by  Marcellus)  as  probably  scurvy, 
although  the  nature  of  this  affection  is  otherwise  not  known,  and  we  do  not 
know  what  plant  was  meant  by  herba  Britannica. 

The  occurrence  of  scurvy  in  the  Middle  Ages  is  quite  certain.  Several 
descriptions  exist  of  decimating  diseases  which  followed  the  massing  of  great 
armies,  as  during  sieges,  etc. 

Thus,  Jacques  de  Vitry  reports  the  outbreak  in  1218  and  1219,  in  the 
Army  of  the  Crusaders  while  besieging  Damiette,  of  a  disease  in  the  course 
of  which  the  gums  became  gangrenous,  the  extremities  painful,  the  tibia  later 
turned  frightfully  black,  and  the  patients  were  unable  to  eat ;  thus  the  disease 
ran  its  course,  the  patients  suffering  intense  pain  f rom^  which  most  of  them 
were  only  relieved  by  death.  Joinville  explicitly  describes  a  similar  disease 
which  appeared  in  the  army  of  Louis  IX  while  besieging  Cairo  in  1250.  If 
we  can  conclude  from  these  descriptions  that  the  disease  was  scurvy,  we  may 
also  assume  that  this  disease  had  certainly  occurred  previously. 

Cordus  was  the  first  to  use  the  term  "scharbock^'  for  this  malady.  But 
Hirsch  believes  it  questionable  whether  he  himself  ever  observed  the  disease. 
On  the  other  liand,  quite  accurate  descriptions  are  given  by  Olaus,  Magnus, 
Echthius,  Ronsseus,  Wierus,  Dodonaeus,  and  BrucaBUS.  Most  of  these  ac- 
counts refer  to  epidemics  that  occurred  in  northern  countries  bordering  on 
the  sea,  in  North  Germany,  Scandinavia,  and  The  Netherlands.  From  these 
descriptions  it  also  appears  tliat  the  disease  usually  occurred  imder  circum- 
stances of  great  stress,  such  as  famine,  war,  sieges  or  other  unfavorable  social 
conditions.  Descriptions  of  certain  diseases  as  scurvy,  to  which  their  symp- 
toms show  only  a  partial  similarity,  are  unreliable.  This  is  the  case  with  an 
epidemic  which  is  said  to  have  occurred  in  the  year  1486  in  Saxony,  Thuringia, 
and  some  neighlmring  countries. 

The  earliest  d('s(Tij)tion  of  scurvy  by  Fabricius,  rector  of  the  princely 
school  of  Meissen,  is  found  at  the  beginning  of  the  eighteenth  century,  but 
Hirsch  proves  that  the  condition  was  ergotism,  the  nature  of  which  was  still 
unknown  to  physicians  of  that  time.  Medical  history  of  the  seventeenth  cen- 
tury, and  es|)ecially  that  of  the  eighteenth,  inclines  us  to  believe  that  during 
this  entire  jxTiod  Kurope  was  afflicted  with  scurvy  which  was  more  prevalent 
than  any  other  disease.  The  fact  that  during  so  long  a  period  of  time  a  single 
disease  should  haye  predominated  to  such  a  marked  extent  is  at  once  sus- 
picious, and  close  investigation  has  shown  that  the  exact  opposite  was  really 
the  case;  that  j>ersons  who  liad  rarely  seen  scurvy  declared  almost  everything 
to  he  scurvy,  and  thus  hrou<rht  about  tremendous  confusion  in  medical  sci- 
enc(».  The  caus(»  of  tliis  must  he  ascrilxnl  to  Kufralenus,  whose  book,  "Do 
morho  scorhnto  liher,'*  which  appeared  in  the  year  1 7'20.  TTirsch  declared  to 
he  patchwork  whirh  could  not  he  cipialled  in  me<li(al  literature,  either  in  the 
ignorance  of  its  author,  or  in  the  results  which  it  nevertheless  achieved,  since 
for  more  than  a  century  it  remaiiu'd  the  canon  re<rardin.ir  scurvy,  and  the  l)est 
physicians  ..f  the  a«rc  were  unable  to  froc  themselves  trom  its  influence.  The 
lK>ok  made  a  «rrcat  sensation,  j)articularly  the  t<'achin.ir  that  all  children  were 
lM)rn  with  a  i)redisposition  to  scurvy  (Drawitz),  and  that  the  cause  and  root 
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of  every  disouso  cotild  be  recognized  in  scurvy  (Bontekoe).  Not  even  Boer- 
haave  was  abie  to  rise  eutirely  i^uperior  to  ther?e  view?%,  but  he  was  sufliciently 
critical  to  state  ibat  the  disease  had,  during  his  time,  appeared  much  more 
^  rarely  in  The  Ketberlands.  Keen  and  earnest  critics  were  not  lacking  who 
not  only  were  opposed  to  the  scurvy  delusion,  but  went  to  the  other  extreme, 
and  denied  absolutely  the  existence  of  scurvy.  Sydenham  with  others;  pro- 
tested af^ainst  this,  and  asserted  the  rare  occurrence  of  scurvy,  while  Kramer 
furnislied  an  accurate  description  of  cases  actually  observed  by  him  in  which 
he  als^o  declared  tluit  the  disease  was  least  known  by  those  who  most  frefjuently 
describcii  it.  In  Ibe  year  175'3  Lind's  ma^sterly  treatise  appeared,  wlibh  up  to 
the  7>resent  time  remains  one  of  the  best  descriptions  of  scurvy;  in  this  be 
comjjared  the  first  accounts  of  the  disease  (which  he  characterized  as  chaos) 
with  the  later  views  maintained  regarding  the  afTection,  and  anew  so  accurately 
portrayed  Oie  clinical  piclure  that  it  subsetpiently  admitted  of  little  change* 

Notwithstanding  Lind's  proof  that  scurvy  was  not  an  infrequent  disease 
in  the  previous  century,  the  fact  still  remains  that  it  occurred  far  more  fre- 
quently in  the  period  in  which  Lind  wrote  tban  in  our  time.  Ilirscb  lias 
zealously  investigatcfi  these  epidemics,  and  collecte*!  the  records  of  all  others 
wcurring  on  land,  from, 1556  to  1877,  in  so  far  as  they  have  borne  the  te^t  of 
scientific  criticism. 

Although  w^e  must  admit  that  this  compilation  is  not  a  complete  history  of 
outbreaks  of  scurvy,  since  not  every  pamlemic,  and  not  nearly  all  of  those  lim- 
itctl  to  a  small  area,  nr  occurring  in  a  single  institution,  have  been  described, 
still  it  enables  us  to  draw  conclusions  regarding  the  frequency  of  the  disease, 
its  gt*ograpiiical  distribution,  and  the  probable  causes  of  its  development.  In 
all  143  epidemics  are  numtione<3,  of  which  two  occurred  in  the  sixteentb,  four 
in  file  scvent(:*enth^  thirty -three  in  the  eighteenth,  and  one  bundriHl  and  four 
in  the  nineteenth  century.  These  figures  make  it  strikingly  apparent  that  the 
views  of  Eugalenus  and  bis  adherents  were  exaggerated. 

Of  the  epidemics  in  the  course  of  the  previous  century,  that  of  Paris  is 
to  be  particularly  mentimied ;  it  occurrcfl  in  1870-71  during  the  siege  of  the 
city,  and  spread  owing  to  tfie  scarcity  of  food.  Among  tJie  French  troops 
who,  in  1871,  were  held  as  prisoners  of  war  in  Germany,  an  epidemic  occurred 
in  Ingolstadt  wdn'ch,  however,  according  to  Doring,  did  not  attain  great  dimen- 
sions; among  10,000  prisoners  only  159  were  attacked.  In  the  ^lillmnk  Peni- 
tentiary in  London  scurvy  prevailed  in  1834  and  1810;  also  in  the  prison  in 
Prague  in  1831,1836  and  1812 ;  in  the  workhouse  of  Lndwigslmrg  in  \Vi:irttem- 
berg  in  four  successive  years,  from  1850  to  1853,  and  in  the  prison  of  the  same 
eify,  in  1857.  The  last  epidemic  in  Oermany  worth  mentioning  occurred  in 
1875"7(>  in  a  penal  inslitntion  in  the  city  of  Moringen :  the  last  in  Frann?  in 
the  spring  of  1877  in  the  prison  at  Plazas,  Epidemics  occur  more  frequently 
in  Russia,  even  to-day,  usually  under  the  influence  of  extraordinary  circum- 
stances, such  as  crop  failure,  famine,  or  other  swial  evib 

The  majority  of  the  epiileuiics  in  Ilirseh's  tabuhitions  are  found  to  have 
occurrfnl  in  l^issia,  and  this  country  also  furnishes  interesting  deLiils  regard- 
ing the  fjrogrnphir  tihirihuUfm  of  the  disease.  Kussia  with  35  e|»idcmics  is 
followcil  by  Germany  with  ID  epidemics,  France  ivith  15,  Sweden,  Norway 


392  THE  HEMORRHAGIC  DIATHESES 

and  Denmark  with  14,  and  England  with  11.  The  other  European  countries 
present  much  smaller  figures.  Of  foreign  countries  India  heads  the  list  with 
14  epidemics,  then  follows  North  America  with  17,  and  Algiers  with  7.  The 
disease  may  even  to-day  be  looked  upon  as  endemic  in  Russia,  and  occasionally 
it  shows  extraordinarily  wide  distribution,  as  is  evident  from  the  reports  of 
the  Obuchow  Hospital  in  St.  Petersburg. 

In  the  great  epidemic  of  1849  which  distributed  itself  over  a  wide  area  of 
the  Russian  Empire,  Krcbcl  reports  that  among  260,444  persons  60,958  died. 
In  Asiatic  Russia  also,  especially  along  the  coast  of  the  Arctic  Sea,  in  the 
Siberian-Chinese  boundary  land,  and  upon  the  peninsula  of  Kamchatka,  scurvy 
is  frequently  seen  to-day.  In  northwestern  Europe  scurvy  never  played  a 
prominent  role,  and  although,  for  example,  a  famine  with  scurvy  appeared  in 
Iceland  in  tlie  years  1836-37,  the  scurvy  did  not  assume  an  endemic  character. 
The  conditions  are  the  same  in  other  European  countries;  only  now  and  then 
localized  epidemics  are  reported  from  prisons.  Epidemics  have  prevailed  ex- 
tensively in  Algiers  without  assuming  a  distinctly  endemic  character;  scurvy 
appeared  among  the  French  troops  in  Egypt  in  1801 ;  in  Abyssinia  the  disease 
has  been  observed  almost  exclusively  in  travellers,  the  natives  being  spared, 
although  they  usually  live  under  decidedly  more  unfavorable  and  insanitary 
conditions  than  the  strangers,  and  these  conditions  are  powerful  factors  in  the 
distribution  of  the  disease.  On  the  other  hand,  in  the  Eastern  Soudan  and 
in  the  entire  rain  zone  of  East  Africa  the  disease  is  said  to  occur  frequently 
among  natives  as  well  as  strangers.  In  South  Africa,  on  the  contrary,  the 
disease  is  report (h1  to  be  quite  unknown  among  the  negroes. 

In  Asia,  India  in  particular  is  subject  to  the  disease;  a  great  number  of 
epidemics  there  are  reported;  these  occurred  chiefly  among  the  poorer  popula- 
tion, and  were  widesj)read.  Upon  the  coast  of  Dschemenia  (Arabia)  the  dis- 
ease is  endemic;  in  1839  the  English  troops  in  Aden  were  attacked  by  it;  in 
China,  especially  in  the  northern  provinces  in  which  the  population  live  in  a 
squalor  elsewhere  unequalled,  e})idernics  are  not  rare;  also  among  the  poorer 
population  in  Jaj)an  scurvy  is  quite  fre(iuent. 

In  Australia,  in  numerous  expeditions  to  the  interior  which  were  under- 
taken for  j)urj)oses  of  discovery,  the  afTection  has  been  very  serious,  and  lately 
it  has  apj)eare(l  endeniically  among  the  shepherds  upon  the  wide  grazing  plains 
of  that  country. 

In  tluj  southern  parts  of  America  the  disease  appears  to  be  unknown, 
and  in  tlie  north  \\w  natives  show  no  suscej)tibility  to  the  afTection.  The  epi- 
demics wliicli  liavc  been  reported  occurred  among  United  States  troops  who 
were  e\|)os(Ml  to  ;:reat  privations  at  outlying  staticms,  in  luml)er  camps  in  the 
int(Tior  of  Canachi,  l)Ut  particuhirly  in  California  during  the  gold  fever,  among 
advenluH'rs  who  had  collecte<l  from  all  parts  of  the  earth  and  who  lived  under 
circumstances  of  ;rreat  privation,  ^riiese  reports  now  have  renewed  interest 
because  LTcai  numhers  of  ])eoj)l(;  have  rusht'd  to  {ho  gold  flelds  of  Alaska, 
where,  after  (Jreenland.  scurvy  is  more  j)rone  to  occur  than  in  any  country  of 
the  Arctic  reirions.  and  where  all  the  conditions  are  favorable  for  the  outbreak 
of  an  epid«'mic. 

Among  the   members  of  the  well-known    Nansen  expedition,  from  July, 
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1S03.  to  Augui^t,  1SQ6,  which  was  one  of  the  most  important  voyages  of  scien- 
tific investigation  of  all  times,  not  a  single  case  of  this  disease  occurred. 
Later,  when  considerint]^  the  prophylaxis,  we  shall  refer  to  the  important  meas- 
ures hy  which  Uie  ci*lehrated  leader  prevented  an  out)*reak  of  the  disease 
which  might  have  bronfjht  the  expedition  to  an  end. 

An  important  American  invest i oration  of  scnr\y  in  children,  in  the  year 
1898  (the  American  Pt*diatric  Soeicty*^  Collective  Investigation  of  Infantile 
Scurvy  in  North  America),  has  given  the  following  results i  Of  372  eases, 
3t)7  occnrred  in  the  white.  4  in  tlie  black  race,  and  1  in  the  Chinese;  51  per  cent, 
were  males,  41*  per  cent,  were  females.  The  greatest  number  of  cases  occurred 
between  the  seventh  and  fourteenth  months.    We  shall  refer  to  this  again. 

ETIOLOGY 

In  spite  of  many  endeavors  it  has  been  impossible  to  discover  a  cause 
which  can  be  considered  at  all  reliable;  uJ!  .search  for  the  paihofjenic  agent 
of  the  disease,  though  it  is  often  assu?ncd  to  be  of  miasmatic,  or  even  of 
infectious  origin,  has  lieen  with  out  rcsftlt. 

The  fjuestion  of  fo*Ml  remains  the  alpha  and  the  omega  in  the  etiology  of 
scnrv3%  as  in  so  far  as  the  fw)d  supply  is  intluenced  by  the  conditions  of  weather 
and  the  seasons  the  latter  will  always  have  a  more  or  less  decisive  influence  in 
the  production  of  the  disease. 

It  is  generally  assumed  tliat  improper  nntrition  in  a  certain  direction  is 
pTc-eriiinently  responsible  for  the  afTcetion,  parlicnlarly  a  deficiency  of  vege- 
table acid  potash  in  the  daily  food.  It  has  repealedly  been  noted  that  during 
long  sea  voyages  in  which  salted  or  pieklttd  meat  exclusively  was  consumed 
scurvy  appeartH].  As  the  ash  of  pickled  nunit  contains  much  less  potassium 
than  that  of  fresh  meat,  an  attem|jt  lias  been  made  to  ascribe  srmrvy  to  the 
delicient  intake  of  pota^ssium,  but  perhaps  quite  improperly  so,  for  in  prisons 
where  the  diet  consists  almost  exclusively  of  vegetables  rich  in  potassium, 
scurvy  is  not  infre<piently  noted.  On  the  other  hand,  it  has  been  remarked 
that  many  races  in  the  far  nnrtli  are  often  compelled  for  moidhs  continuously 
to  live  on  pickletl  meat  or  salted  fish  without  being  attacked  by  scurvy. 

Later  investigations,  in  which  an  amelioration  of  the  scorbutic  affection 
is  said  to  have  followed  the  addition  of  fat  to  the  diet,  appear  to  indicate 
that  scurvy  is  due  rather  to  a  diet  limited  in  variety  and  di'ficient  in  fat  than 
to  a  lessened  amount  of  potassium  salts  in  the  food. 

Besides  this,  a  number  of  other  causes  are  considered  to  be  active:  Gen- 
eral deficiency  in  food,  the  close  huddling  rif  many  persons  in  cramj>ed,  unclean 
and  wet  dwellings,  excessive  corporeal  labor  and  psycldcal  depression,  and, 
al>ove  all,  the  ingestion  of  tainteii  fofjd  (ptomain  poisoning). 

In  considering  more  minutely  the  factors  which  are  mentioned,  we  must 
first  consider  Hie  view  that  scurvy  is  a  miasmatic  or  infectious  disease, 

Tiie  first  experimental  investigations  of  this  subject  were  made  hy  ^lurri 
in  Bologna,  who  injected  subcutanernisly  rabbits  with  bhxHl  taken  from  scurvy 
patients.  A  rise  in  temperature  and  small  petechia?  develo|x?d  in  the  lobes 
of  the  ears  of  these  animals.     Upon  killing  the  animals  hemorrhages  were 
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also  found  in  the  serous  membranes  and  in  the  internal  organs.  Murri  quite 
properly  avoids  drawing  conclusions  regarding  the  transmissibility  of  the  dis- 
ease from  these  results.  Analogous  findings  were  obtained  by  Contii  and 
Mari  in  similar  experiments.  Further  investigations  resulted  in  the  cultiva- 
tion of  the  pathogenic  agent  of  the  disease  from  the  blood  of  scurvy  patients. 
Wieruszskij  obtained  from  scurvy  blood  in  numerous  cultures  on  various 
media,  partly  negative  results  and  partly  well-known  bacteria,  so  that  he  con- 
cluded that  scurvy  could  not  be  regarded  as  an  infectious  disease  due  to  micro- 
organisms which  could  be  found  in  the  blood.  Babes  conducted  further  ex- 
periments. He  started  with  the  presumption  that  scurvy  is  an  infectious 
disease,  and  that  the  point  of  entrance  for  the  pathogenic  agent  must  be 
sought  for  in  the  mucous  membrane  of  the  alveolar  processes.  He  therefore 
extirpated  small  portions  of  the  gums  of  scurvy  patients,  and  in  the  prepara- 
tions which  had  been  hardened  in  alcohol  he  demonstrated  a  definite  bacillus 
with  which  he  infected  rabbits  by  intravenous  injection.  Hemorrhagic  foci 
occurred  in  various  organs  in  which  the  bacillus  was  also  found.  Babes  de- 
scribes the  bacillus  as  an  elongated,  bent  organism,  pointed  at  the  ends,  about 
0.3  fi  wide  and  of  about  the  same  length,  often  forming  waving  threads  twice 
as  long  and  of  various  lengths,  somewhat  thinner  and  decidedly  longer  than 
the  cholera  bacillus.  The  youngest  specimens  are  double  structures,  and  show 
the  tendency  to  form  metachromatic  bodies  which  stain  dark  violet  with 
methylene-blue,  and  are  thicker  than  the  rods.  The  rods  themselves  stain 
only  weakly  with  rubin,  and  do  not  stain  according  to  Gram.  The  bacilli 
resemble  the  bacillus  c  described  by  Miller,  and  are  probably  always  present 
in  the  oral  cavity.  The  investigations  of  Babes  certainly  require  further 
confirmation,  for  they  are  assuredly  open  to  doubt.  He  himself  admits  that  he 
has  not  found  the  pathogenic  agent  of  scurvy,  but  only  speaks  of  a  "  bacillus 
that  causes  gingivitis  and  hemorrhages  in  scurvy."  The  findings  of  Rosenell 
and  Borntriigor  are  quite  unreliable;  the  latter  does  not  even  consider  the 
cocci  found  bv  him  as  the  pathogenic  agent  of  scurvy. 

Jackson  and  Harley  ^  regard  scurvy  as  a  ptomain  poisoning.  To  prove 
this  view  ('xj)erimentally  they  have  attempted  to  produce  scurvy  in  monkeys 
by  feeding  them  with  tainted  meat.  Some  of  the  animals  had  rice  and  maize 
given  to  thorn  with  fresh  meat;  a  second  group  was  fed  on  the  same  food 
exc('j)t  that  the  meat  was  tainted  by  prolonged  standing;  a  third  group  ate 
the  same  food  as  the  second  w^ith  the  addition  of  fresh  fruits.  Prolonged 
observation  of  tlic  animals  gave  the  following  results:  The  first  group  of  ani- 
mals showi'd  no  cliaracteristic  symptoms  except  slow  emaciation  and  diarrhea 
which  appeared  after  some  time.  The  monkeys  of  the  second  group  showed 
deei(hMl  di  mi  nut  ion  in  strength,  and  in  the  majority  of  them  there  was  a 
nuieo-heinorrha^ne  diarrhea  as  well  as,  in  some  of  them,  spongy,  bleeding,  and 
uU*<'rative  ;:iims.  In  two  of  th(se  animals  the  blood  examination  revfealed  a 
deei(le<l  (h'erea>e  of  hemo^^dohin  with  a  slight  decrease  in  the  number  of  erythro- 
cytes an<l  markiMJ  h'ukoeytosis ;  a  d(»ereas(»  of  specific  gravity  dependent  par- 
ticularly upon  a  diminution  of  j)roteids ;  increases  of  fibrin  and  of  coagulabil- 


1  "  An  Kx|K'rin»ontal  Irujiiiry  into  Scurvy."    Lancvt^  April  28,  1900. 
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itr;  therefore,  in  the  main,  a  picture  which  rci^mblet!  the  anemia  nf  hnman 
Hcurvy.  The  auOiors  mentioned,  therefore,  l>elieved  themselves  justified  in  de- 
claring the  disease  of  the  monkeys  to  be  scurvy,  although  the  autopsies  estab- 
lisheil  no  ]>rooL  In  the  third  group  the  addition  of  fresh  fruits  hut  slighily 
influcnceti  Ihc  disease  of  the  animals.  These  investigations,  althongh  requir- 
ing  further  demonstration,  may  be  looked  upon  as  proof  thjit  contaminated 
meat  has  deleterious  etfects  even  in  monkeys  and  as  confirmation  of  the  prac- 
tical experience  that  only  the  intake  of  fresh  meat  can  prevent  the  outbreak 
of  scurvy  {compare  prophylaxis). 

These  investigations  in  connection  with  recently  expressed  views  as  to  the 
importance  of  oral  alfections  in  tlie  devclo[nncnt  nf  pcrnieioiis  anemia  (?)  led 
Home  ^  to  assume  that  an  alTeetion  of  the  gums  is  the  origin  of  scurvy-  lie 
believes  that  microorganisms  still  unknown  (which  may  develop  from  tainted 
food)  infect  the  digestive  tract,  first  ftrodncing  a  disease  of  the  gums,  and 
then  an  anemia  which  leads  to  hemorrhages  and  ulceration.  Outbreaks  of 
scurvy  occurring  under  circumstances  which  preclude  cleanliness  of  the  oral 
cavity  are  in  conformity  with  this  theory. 

Turner,^  according  to  the  data  gathered  by  hirii  during  the  great  scurvy 
epidemic  in  tlie  eastern  provinces  of  linssia  during  the  year  189J>,  believes 
scurvy  to  be  due  to  a  specific  pathogenic  agent  which  is  still  unknown,  and  to 
be  an  infectious  disease  which  is  transmissible  by  contagion.  In  this  he  rea- 
sons only  from  a  clinical  standpoint,  whereas  haeteriologic  investigations  in 
this  epidemic  have  given  no  positive  results.  The  foundations  for  his  belief 
that  tile  disease  results  from  infection  and  not  from  errors  in  diet  are:  1.  The 
epidemic  cliaracter  oi  the  disease;  2.  Its  appearance  in  definite  localities  wliile 
neighboring  districts  or  those  with  which  there  is  but  slight  communication 
remain  free ;  3.  The  fn^uency  of  the  disease  among  the  rich  ;  4,  The  com- 
mon occurrence  of  the  disease  in  persons  who  are  in  daily  contact  with  the 
patients.  He  relates  his  experience  w^ith  these  conditions  in  a  collection  of 
villages  in  the  Government  of  Kazan  which  are  populated  by  variouj^  races 
(Russians,  Tartars,  Tchuktehis),  living  isolated  from  each  other.  While  the 
Russian  villages  remained  almost  free  from  tlte  disease,  the  villages  in  which 
tbcre  wna  but  little  comnmnieation  with  other  races  showed  many  ca^^es  of  the 
affection,  particularly  among  the  rich  Tartar  population.  But  in  this  region, 
a  village  in  which  yqtx  poor  heathen  Tchuktchis  lived  entirely  isolated  re- 
mained uninfected.  The  fact  that  the  Tartars  and  their  relatives  ate  salted 
meat  almost  exclusively  and  no  vegetables  is,  in  his  opinion,  not  proof  to  tlie 
contrary.  He  lays  the  greatest  stress  upon  the  cases  in  which  the  disease  was 
contracted  through  nursing;  among  eight  nurses  who  were  active  there,  four 
were  attacked,  and  even  the  author  himself  had  a  mild  form  of  the  disease. 

The  previously  mentioned  collective  American  Report  shows  that  so-called 
infantile  scurvy  must  be  regarded  as  the  consequence  of  a  chronic  intoxica- 
tion  (chronic  ptomain  poisoning)   produced  by  unsuitable  food,  for  which 

1  "  The  Ktidjn*,^'  of  Scurvy,"     Lattcri ,  An^rUHt  4,  IHOO. 

2  *'  Ix>  Sforbut  est-il  luie  nmladie  infectieaae  ou  coutagiuusc  ?  **  Arch,  gdndr.  de  Mid., 
At»at,  1000, 
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intestinal  fermentative  processes  have  prepared  the  way.  In  167  of  372  chil- 
dren in  the  first  year  of  life,  scurvy  was  preceded  by  another  disease,  usually 
disturbance  of  the  digestive  organs.  The  nutrition  prior  to  the  appearance 
of  scurvy  had  consisted  in  10  children  of  breast  milk  exclusively,  in  4  of  unster- 
ilized,  in  68  of  sterilized,  milk,  and  in  the  remainder  of  artificial  foods. 

We  shall  now  consider  what  other  factors  may  also  be  regarded  as  causes 
of  this  disease. 

It  is  certain  that  age  and  sex  do  not  play  a  role  in  scurvy,  although  it  has 
been  erroneously  maintained  that  in  single  epidemics  particularly  persons  of 
a  definite  age,  or  of  one  sex,  have  been  attacked  (for  example,  according  to 
Fauvel,  in  the  Salpetriere  in  Paris  in  1847  only  old  women  had  the  disease). 
Scurvy  occurs  more  frequently  in  men  than  in  women;  the  reason  for  this 
is  quite  ol)vious,  for  it  is  men  who  are  chiefly  exposed  to  the  causes  of  the 
disease. 

The  same  ciicumstances  make  it  apparent  why  the  disease  usually  appears 
during  middle  life,  but  no  age  can  be  said  to  be  exempt,  as  the  disease  has 
been  noted  in  the  aged,  occurring  epidemically,  and  also  in  foundling  asylums 
which  were  improperly  conducted.  The  so-called  infantile  scurvy  occurs  in 
nurslings  in  the  first  year  of  life,  particularly  in  the  ninth  and  tenth  months; 
it  has  so  far  been  impossible  to  determine  that  any  particular  variety  of  food 
is  the  cause;  breast-fed  children  are  affected  as  well  as  those  brought  up  on 
sterilized  cow's  milk  or  artificial  foods.  It  has  lately  been  maintained  of 
Barlow's  disease  that  milk  which  has  been  cooked  too  long,  or  that  which  has 
been  subjected  to  too  high  a  temperature,  may  be  the  cause.  Those  who  iwlhere 
to  this  view  may  easily  assign  the  same  cause  for  infantile  scurvy. 

It  has  been  shown  in  most  scurvy  epidemics  that  individual  predisposition 
plays  a  certain  role  as  well  as  the  constitution  of  the  patient.  It  is  unques- 
tionable that  persons  who  have  recently  recovered  from  other  diseases,  or  are 
still  sufTcring  from  them,  are  particularly  liable  to  an  attack  of  scurvy.  As 
predisposing  diseases  we  may  mention  malaria,  dysentery,  enteric  fever,  tuber- 
culosis, trauma  as  well  as  syphilis,  especially  after  a  very  active  mercurial 
treatuieut  (K rebel).  It  is  ncH'dless  to  enumerate  all  of  the  predisposing  dis- 
eases, but  1  should  like  to  })oint  out  that  I  have  repeatedly  observed  isolated 
cases  of  severe  scurvy  in  iinrnediate  connection  with  influenza.  Quite  recently, 
too,  I  treated  three*  eases  of  the  severest  form  of  scurvy,  two  fatal  cases  in 
female  children  of  thirteen  and  fifteen  years,  in  whom  the  disease  was  con- 
nectcij  wjtii  measles  and  tuberculosis,  the  third  ease  in  a  dial)etic  aged  sixty- 
four.  Moreover,  1  should  like  to  emphasize  that  occasionally  cases  of  scurvv' 
with  verv  e\teri<ive  cutaneous  hemorrhages  and  intense  oral  implication  occur 
in  ah-nliitely  healthy  and  well -nourished  individuals,  living  under  the  most 
favorahle  eirciimstanciN.  in  whom  not  one  of  the  recognized  causes  can  come 
into  <|ue>tion  at  all.  Such  obscure  and  entirely  incomprehensible  cases  con- 
vince u<  that  up  to  the  present  time  we  have  no  absolute  knowledge  reganling 
the  cau>e  ot*  the  disease  ;  they  make  it  j)rohahle,however,that  we  should  consider 
the  \ie\\.  -nmetimcs  <'\pr(*ssed  and  constantly  rejected,  that  predisposition  to 
scurvy  may  he  Jirrrdihiri/,  even  though  to-<lay  a  discussion  of  this  question 
does  not  a]»j)ear  to  be  timely.     The  facts  mentioned  have  nevertheless  been 
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proven  lievtmd  cloiil)L  and  I  could  cite  oUier  typical  and  convincing  cases 
from  my  owe  experience. 

That  a  partieiilar  cUmate  cannot  be  ennsidered  etiolairic-ally  is  evidenf 
from  the  geogriiphiciil  distrihulion  of  the  disease,  Great  stress  ban  been  laid 
upon  tiie  prevalence  of  damp,  cold  weather  during  the  time  of  epidemics,  yet 
it  appears  from  numerous  communications  that  in  winter  and  in  summer,  with 
a  moist  as  well  as  with  a  dry  air,  tire  disease  has  lieen  widely  distributed.  The 
condiiwns  of  the  soil  have  little  absolute  importance. 

According  to  our  present  knowledge  ibe  disease  appears  to  be  induced  by 
unhygienic,  aljove  all  by  im|iroper  alimentary^  conditions.  The  enumeration 
of  these  and  the  history  of  the  disease  show  that  by  far  the  greatest  number 
of  epidemics  have  occurred  upon  long  sea  voyages,  in  camps,  in  besiege<.l  for- 
tr^^es,  in  barracks,  in  prisons,  in  almshouses,  in  foundling  asylums,  etc. 
Under  such  circumstances  a  great  numbtir  of  injurious  factors  act  conjointly, 
and  it  is  a  (|Uestion  to  which  of  thes^j  the  greatest  importance  is  to  be  attached. 
Besides  insurticiont  ch^thing,  contaminalcil  air  as  the  resnlt  of  over-crowding  of 
rooms,  and  other  influences  that  take  part  in  the  etiology  of  the  disease,  there 
is  great  unanimity  among  observers  of  all  times  and  countries  as  to  the  (]eeide<l 
influence  of  fault tf  nnlrllion  m  the  causation  of  scurvy.  However,  the  views 
diverge  widely  as  to  what  errors  in  diet  are  most  important.  Scurvy  has  sel- 
dom occurrcfl  after  a  famine,  althoygh  xery  fretpienlly  after  a  failure  of  crops. 
On  the  contrary,  it  has  bctm  attrilmted  to  the  almost  exclusive  use  of  salt 
meat;  this  was  the  prevailing  opinion  before  motltTU  methods  of  preserving 
iria<k*  it  possible  to  su[rply  better  food  U>  shi]>s,  and  at  a  period  when  sea  voyagt^i^ 
were  much  longer  than  at  prestmt,  so  that  a  crew  for  months  at  a  time  sub- 
sisted exclusively  on  meat  which  had  been  salted,  ilany  races  in  the  far 
north,  however,  year  in  and  year  out,  live  almost  wholly  upon  salt  meat  and 
fishj  and  in  spite  of  this  scurvy  is  almost  unknown  among  tlicm ;  numerous 
observers,  too,  have  reported  ej)idemics  in  which  there  was  alisolutely  no  de- 
ficiency  of  fresh  meat.  The  lack  of  fresh  water  has  alsrj  iHjcn  mentione<l,  but 
only  in  isolated  eases  (the  report  of  Ikckler  of  t!re  expedition  of  Burke  to  the 
interior  of  Australia  in  18<j1). 

The  number  of  observations  showing  the  importance  of  a  drfjrivntff  of 
fresh  vegetahles  in  the  food  is  almost  overw*helming.  We  regret  we  cannot 
enter  into  the  details  of  these,  but  refer  the  reader  to  fTirsch,  who,  in  a  "  short  " 
compilation  to  which  lie  devotes  numy  pages,  relates  the  full  particulars. 

We  shall  only  brietly  state  that  Bachstrom  was  tiie  first  to  point  out  tlie 
influence  of  a  defieicncy  of  fresh  vegct allies  in  the  foml.  Lee  tells  us  that 
the  severe  epidemic  in  1823  in  the  soutli  of  Russia  began  when  great  swarms 
of  grasshoppers  devastated  tlie  fields.  Alnmst  all  the  reports  of  the  epidemic 
of  scurvy  during  the  siege  of  Paris  in  1870-71  agree  in  stating  that  it  devel- 
ope<l  only  when  the  supply  of  fresh  vegetables,  especially  of  potatoes,  was  ex- 
hausted, in  spite  of  the  onbygienie  and  evil  social  conditions  previously  ex- 
istent. 

Jklpcch  cites  (lie  case  of  a  wine  merchant,  aginl  forty-tive,  who  was  attacked 
by  scurvy  although  living  in  easy  circumstances,  in  a  sanitary*  dry,  and  well- 
hoatcd  house,  and  partaking  plentifully  of  fre^h  meat,  yet  in  his  dietary  no 
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fresh  vegetables  were  found.  He  recovered  on  eating  vegetables  and  juicy 
fruits.  We  can  rarely  prove  the  post  hoc,  propter  hoc  with  such  certainty  as 
here,  where  the  eating  of  fresh  vegetables,  particularly  those  belonging  to 
definite  categories,  is  the  best  preventive,  and  in  an  existing  scurvy  is  the  best 
remedy. 

The  fact  that  certain  vegetables,  above  all  potatoes,  have  such  a  positive 
action  caused  Garrod  to  note  that  potatoes  in  particular  contain  a  great  amount 
of  potassium  carbonate.  He  then  examined  other  foods  to  a^icertain  the 
amount  of  potassium  carbonate  (potash)  which  they  contained.  According  to 
him  they  contain  in  one  ounce.  (=  about  30  grams)  as  follows: 

Potatoes,  large  (cooked),  (1  gr.  =  about  0.06  grara) 1 .875  grains 

Potatoes,  small  (raw) 1 .310  " 

Lime  juice 852  grain 

Lemon  juice 846  " 

Oranges  (unripe) 675  " 

Mutton  (cooked) 673  " 

Beef  (raw) 599  ** 

Meat,  pickled  (slightly  salted) 572  " 

Peas 529  '« 

Beef  (salted) 894  " 

Onions 838  " 

Wheat  bread 258  " 

Cheese  (Holland) 280  " 

Wheat  flour  (the  best) 100  " 

Oatmeal 054  " 

Rice 010  " 

In  consequence  of  these  investigations  Garrod  supposes  that  a  too  slight 
intake  of  acid  vegetable  potassium  is  the  primal  cause  of  scurvy,  and  cele- 
brat(Hl  authors,  al)ove  all  J.  v.  Liebig  and  Hirsch,  coincide  with  him. 

The  part  that  the  potato  plays  in  regard  to  scurvy  may  be  recognized  from 
the  fact  of  the  decVcase  of  the  disease  with  the  increase  of  potato  culture.  How 
much  tlie  cultivation  of  vegetables  was  neglected  in  former  times  is  shown  by 
Hirsch's  statement  that  Katharine  of  Arragon,  the  wife  of  Henry  VIII,  in 
order  to  obtain  a  salad,  was  obliged  to  send  her  gardener  to  The  Netherlands 
for  the  material. 

But  scurvy  has  not  developed  exclusively  where  there  was  a  deficiency  in 
vegetables,  and  particularly  those  rich  in  potash.  Hirsch  relates  a  great 
number  of  examples  confirmatory  of  this.  Indeed  no  one  will  now  maintain 
that  oIluT  causes  are  no  longer  to  be  considered;  on  the  contrary,  the  excep- 
tions prove  that  a  great  predisposing  importance-  may  be  attached  to  them. 
We  may  perliaps  suj)pose  that  in  the  above-mentioned  exceptions  sufficient 
potassium  was  consumed  in  the  food,  hut  for  some  reason,  perhaps  as  the 
result  of  other  deleterious  causes,  the  organism  was  unable  to  assimilate  it. 
Bun<r('  believes  that  a  cause  may  be  found  in  the  immoderate  and  extensive 
use  of  salted  meat,  for  the  reason  that  in  pickling  the  meat  the  salts  and  also 
the  ])otassium  are  extracted  from  it. 

A.  E.  Wrif^ht '  had  previously  expressed  the  opinion  that  the  disease  de- 

1  "  On  the  Pathologj'  and  Tlierapeutica  of  Scurvy."    Lancet,  August  25,  1900. 
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pends  upon  a  kind  of  acid  inioxicaiwn,  owing  to  the  fact  that  the  diet  which 
experience  shows  is  a  cause  of  scurvy  contains  a  great  excess  of  minenil  acids 
in  comparison  witli  the  hases.  Tliis  agrees  with  the  fact  that  antiscortnitic 
remedies  in  general  contain  a  HupcrHuous  umonnt  of  liases  in  comparison  to 
mineral  acids.  In  conformity  with  thii?  view  the  readily  oxidlzable  salts  con- 
tained in  organic  acids  would  !>e  ]>artieularly  adapted  to  the  propliylaxis  and 
theraj>y  of  the  disease,  Wright  tested  ihh  in  7  cases  of  seiirvy  (for  the  most 
part  in  soldiers  during  the  siege  of  Ladysuiith).  He  gave  appropriate  salts, 
particnhirly  sodium  lactate  (also  acetates,  carbonates  and  oxalates),  and  tested 
simultaneously  the  alkalinity  of  the  blood  by  a  method  which  he  proposed,  now 
known  as  the  '*  hemoalkalimetric/'  In  all  of  these  cases  the  alkalinity  of  the 
Vdood  was  at  the  onset  very  low ;  and  by  this  treatment  an  increase  almost  or 
quite  to  the  normal  occurred]  remarkably  soon  in  all  (with  the  exception  of  a 
fatal  case)  and  at  the  same  time  a  retardation  of  the  other  simiptoms  of  the 
disease.  These  results  eontirm  the  view  that  there  is  an  acid  intoxication  in 
ecurw. 

However  fascinating  the  potassium  theory  may  be,  it  is  by  no  means  abso- 
lutely proven,  and  it  does  not  cijntradict  the  view  that  scurvy  may,  in  spite  of 
this,  l)e  an  infectious  disease.  Scurvtf  tnap  perhaps  hr  (issumed  to  he  an  infec- 
iions  dmuwe  of  a  non-amtiigioits  nature  produced  hy  a  microdrganhm  which 
finds  in  a  body  deficient  in  poiassium  a  favorable  culture  medium  for  its 
development. 

PATHOLOGICAL  AlfATOMY 

The  cadavers  are  characterized  usually  hy  only  a  slight  degree  of  post 
mortem  rigidity,  and  hy  the  appearance  of  numerous  livid  areas.  There  is 
also  a  tendency  to  rapid  cadaverous  alterations.  The  various  cutaneous  hem- 
orrhages present  during  life  remain  distinctly  visible  after  death.  The  lower 
extremities  are  fretpiently  edematous.  l'|inn  microscopic  investigation  of  the 
hemorrhagic  areas  we  note  that  in  the  smaller  (petechia^)  the  point  of  Qxli 
of  the  blwxl  is  usually  the  capillary  network  in  the  area  surrounding  the  hair 
follicle;  the  larger  hemorrhages  (suggillations  and  eechymoscs)  originate 
quite  (iitTerently  from  superficial  or  deeper  layers  of  the  corium  acairding  to 
their  seat  an*l  their  extent.  The  erythrocytes  which  have  exuded  show  all 
stages  of  decolorization  and  of  decomposition.  The  surrounding  tissue  is  per- 
meated by  hemoglobin  of  various  colors. 

As  the  cause  of  the  hardenings  and  ecchymoses  in  the  sidHHitancous  con- 
nective tissue  and  in  the  muscles,  various  inliltrations  of  blood  are  found, 
partly  diifuse,  in  part  sharply  demarcated,  and,  according  to  the  time  of  their 
appearance,  of  ditferent  colors  and  consistence.  In  the  old  foci  where  the 
tissues  are  not  yet  regenerated,  instead  of  the  fibrin  eoagula  we  lind  tough 
cicatricial  masses  of  connective  tissue  in  the  surroundings  of  which  the  mus- 
cular tissue  is  partly  rigid,  partly  atrophic,  and  the  tensions  either  to  a  great 
extent  adherent  to  the  muscles  or  so  hardened  tliat  movement  is  impossible. 
Tn  this  way  ankylosis  and  deformities  occur,  such  as  club-foot,  which  will  be 
discussed  later.  In  the  cavity  of  tlie  joints  a  serous  or  even  hemorrhagic  effu- 
Bion  is  occasionally  found.     The  walls  are  frequently  unchanged.     If^  how- 
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ever,  hemorrhages  have  occurred,  more  or  less  extensive  ulcerations  of  the  cap- 
sule of  the  joint,  hemorrhagic  effusions  between  the  bones  and  the  cartilage, 
and  hemorrhagic  softening  of  the  epiphyses  are  noted.  Corresponding  to  the 
clinical  symptoms,  we  find  Ijetween  the  periosteum  and  bones  effusions  of  blood 
in  different  stages  of  coagulation  or  decomposition,  ulceration  of  the  periosteum, 
wasting  and  even  suppuration  of  the  cartilage  of  the  joint,  and  necrotic  changes 
in  the  bones.  Sometimes  the  insertions  of  the  muscles  are  loosened  by  these. 
In  the  interior  of  the  bone  also,  particularly  in  the  spongiosa,  hemorrhagic 
effusions  take  place. 

In  the  bone-marrow  lymphoid  transformation  has  not  infrequently  been 
observed. 

In  infantile  scurvy  an  epiphyseal  separation  is  occasionally  observed,  and 
in  about  45  per  cent,  of  the  cases  rickets  also  is  present. 

Very  important  changes  occur  in  the  digestive  tract.  The  mucous  mem- 
brane of  the  mouth,  except  that  of  the  gums,  is  but  slightly  altered;  now  and 
then  hemorrhagic  areas  and  erosions  are  noted.  The  gums  are  invariably 
swollen,  mwlerately  reddened,  and  completely  permeated  by  red  blood-corpus- 
cles. In  older  cases  there  is  a  coarse  thickening  as  the  result  of  proliferation 
of  the  connective  tissue.  Frequently  the  surface  is  ulcerated  or  necrotic. 
Babes  differentiates  microscopically  five  layers  in  a  sequence  from  without 
inward  which  he  describes  as  follows:  1.  The  upper  layer  for  the  most  part 
is  denuded  of  epithelium,  moderately  thick,  pale,  resembling  a  diphtheritic 
membrane,  and  permeated  with  but  few  nuclear  fragments  and  by  various 
bacteria,  particularly  streptococci ;  2.  A  layer  al)out  0.1  mm.  in  thickneSvS, 
without  stnicture;  upon  staining  with  Loffler  blue  it  is  seen  as  a  film  of  bent, 
extraordinarily  fine  bacilli,  often  showing  long  wavy  forms  which  may  reach 
the  deeper  tissues  and  the  superficial  layer  in  the  form  of  sheaves  or  lines, 
and  in  the  latter  form  they  permit  the  recognition  of  granular  decomposition ; 
3.  Mononuclear  and  polynuclear  round  cells;  4.  Mucous  membrane  tissue  with 
edematous  swelling,  and  a  granular  exudate  with  numerous  bacilli  of  the 
variety  descrilnvl  under  2.  In  the  walls  of  the  vessels  and  in  their  surround- 
ings swollen  spindle  cells  with  reticulated  ])rotoplasm  which  may  be  well 
staine<l  by  methyhme-blue;  5.  Markedly  dilated  larger  vessels  with  large  spindle 
cells  in  their  walls. 

Upon  the  gastric  and  intestinal  mucous  membranes  infiltrations  of  blood 
are  fn'(ju<*n(ly  found:  also  ulcerative  losses  of  substance,  besides  necrotic  and 
diplitlu'ritic  (•lijin«r<'s.  In  those  cases  whicli  run  their  course  with  bloody  diar- 
rhea, special  ])a(]H)lo^rical  j)rocesses  are  found  in  the  colon.  The  mucous  mem- 
brane is  swollen,  friable,  and  covered  with  a  hemorrhagic  mass  which  may  1)6 
readily  peeled  off.  The  tissue  lying  beneath  is  softened  or  completely  decom- 
posed. 

Cases  are  also  noted  in  which  the  follicles  sliow  pathological  changes,  and 
in  which  the  alterations  have  hetMi  limite<l  to  these.  They  are  frequently  ulcer- 
ate(l,  surrounded  hy  dense  hemorrhagic  inliltration. 

In  the  hu'L'e  •riandular  organs  of  the  ahdonu^n,  the  liver  and  the  pancreas, 
no  special  chanLTes  are  found  except  h(Mnorrhag(*<  and  fatty  degeneration.  The 
spleen   is   usually  enlarged,  soft,  even   fluctuating,  and  occasionally  exhibits 
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infarcts  over  whieli  the  capsule  of  the  spleen  shows  the  Fcmains  of  an  inflara- 
mation  that  has  run  its  rrmrHO  (cireumsoribed  perisplenitis).  The  kidneys 
rarely  reveal  pathulogie  clianges;  only  when  much  alinnniii  has  been  excreted 
in  the  uriuo  a  more  or  less  advanced  parencliyniutous  nephritis  may  be  noted, 
while  milder  grades  of  alhinninnria  leave  no  trace. 

Amyloid  degeneratinn  of  the  kidneys  I  have  never  seen  in  scnrvy»  and  this 
m  well  a»  infarcts  appears  to  occur  very  rarely.  However,  hemorrhages  nnder 
the  capsule,  and  into  Mie  mucous  membranes  of  the  urinary  passages,  are  not 
rarely  met  with. 

The  pleiine  and  the  pericardium  are  very  frefiuently  eovercHl  with  hemor- 
rhages. Tlie  pleural  cavities  and  the  pericanJium  oecasinnally  contain  very 
hirge  amounts  of  a  slightly  hemorrhagic  tin  id  or  even  pure  hlood.  Fibrinous 
deposits  are  not  rare. 

The  heart  muscle  is  pale,  flaccid,  often  permeated  by  hemorrhages,  occa- 
sionally showing  fatty  degeneration.  The  valves  are  intact,  provided  an  acute 
endocarditis  has  not  complicated  the  course  of  the  disease;  if  so,  the  signs 
of  an  acute  endocarditis  vernicosa  or  ulcerosa  nmy  be  met  with. 

In  the  lungs  there  is  usually  hemorrhagic  edema  and  hypostatic  congestion 
in  the  lower  Inlus  posteriorly;  occasionally,  as  severe  eoni plications,  croupous 
pneumonia  or  hemorrhagic  infarcts^  but  rarely  gangrene.  The  mucous  mem- 
brane of  the  respiratory  passages  is  often  coverc<1  with  petecliia^  and  with  a 
hemorrhagic  mucus ;  there  is  edema  of  the  larynx. 

Besides  fatty  degeneration  and  occasionally  hemorrhagic  imbibition  of  the 
heart  muscle,  the  same  changes  are  found  in  the  muscles  of  the  body^  particu- 
larly those  of  the  back,  thigh  and  arms. 

SYMPTOMATOLOGY 

The  disease  is  characterized  by  two  main  groups  of  symptoms:  1.  By  an 
intenst*  swelling  of  the  gums  combined  with  loosening  and  hemorrhage,  to 
which  are  often  added  ulceration  and  decom[)osition  with  extreme  factor  ex 
ore;  2.  By  numerous  extravasations  of  blmid  under  the  skin,  in  the  mucous 
membranes,  in  the  coats  of  the  eye,  in  the  muscles,  into  the  cavities  of  the 
body,  into  the  joints,  under  the  periosteum,  etc.;  these  give  rise  to  further  dis- 
turbances which  are  to  he  looked  upon  partly  as  mechanical,  as,  for  example, 
the  pressure  of  the  intrapericardial  eiTusion  of  lilood  upon  the  heart.  In 
severe  cases  a  general  cachexia  of  the  most  serious  nature  is  added.  This 
cachexia  is  usually  the  first,  and  for  a  hmg  time  tlie  only,  sym[)tnm  of  the 
disease,  and  as  a  rule  appears  gradually.  At  first  the  patients  are  languid  and 
ghow  a  loss  of  energy,  without,  at  the  onset,  being  unable  to  follow  their  usual 
occupations :  the  lassitude,  however,  increases  steadily,  even  slight  exertion 
becomes  dinieuit»  and  gives  rise  to  palpitation  and  dyspnea.  To  this  is  added 
as  a  very  important  and  almost  constant  symptom  pain  in  the  limbs,  and  partic- 
ularly arthritic  ])ains,  which  are  of  marked  rheumatic  character  and  may  occur 
in  all  the  joints,  hut  which,  as  a  rule,  are  generally  localized  to  the  lower  ex- 
tremities, and  are,  therefore,  not  infrequently  confounded  with  Sc!ionlein*s 
peliosis  rbeumatiea.  Increasing  weakness  and  sensitiveness  upon  exertion,  and 
absolute  loss  of  appetite  are  combine*!  with  a  growing  sensation  of  chilliness, 
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as  well  as  a  greni  temlimey  ta  sornnolenr^,  the  liittnr  symptom,  liowovcr,  being 
by  Jio  iiiejiris  relievi^d  by  fref|iiont  sluriiliiT. 

CorR'spoiidint,^  to  I  In-  ailvanfuig  symptoms  of  llie  disenso,  the  exienuil 
signs  of  the  alTcvtioQ  lH?CTjme  noticeable.  The  expression  of  tlie  face  denotes 
Buffering,  the  lines  are  flaccid,  the  freshness  of  the  complexion  gives  way  to  a 
cyanotic  pallor,  the  visiljle  nineons  memhrancs  are  of  a  livid  color,  the  eyes 
are  dull,  siiokcn  in  the  orbits  aod  are  siirroiindwl  by  rings.  The  hkin  of  the 
body  loses  luster  and  smoothness,  it  becomes  dry  and  lissun?d,  and  occasionally 
desquamates  as  in  pityriasis  of  the  aged.  Fpon  the  skin  brownish  spots  are 
observeii,  similar  to  the  Ijronze  discoloration  in  Addispn's  disease.  At  the 
onset  fever  is  usually  absent.  With  loss  in  strength  advancing  emaciation 
goes  hand  in  hand.  To  the  same  extent  the  pulse  loses  in  tension  and  volume 
and  is  slow,  but  becomes  for  the  time  full  and  frequent  whenever  the  patient 
makes  a  comparatively  slight  bodily  exertion.  The  subji?ctive  sensation  of 
palpitation  of  the  heart  is  comliined  with  this,  without^  however,  either  in 
rest  or  after  movement,  any  conspicuous  change  being  revealed  by  physical 
examination  of  the  heart. 

The  constitutional  phenomena  just  mentioned,  to  a  certain  extent  pro- 
dromes of  the  disease,  may  lie  entirely  absent,  and  the  patient  be  attacked  sud- 
denly— without  a  prodromal  stage — with  tlie  charac^teristic  symptoms.  Usu- 
ally, however,  these  symptoms  precede  liy  a  considerable  time,  the  period 
varying  between  several  days,  usually  from  eight  to  fourteen,  and,  in  excep- 
tional cases,  several  weeks. 

The  most  cous[)icuons  site  for  the  characteristic  symploms  of  scurvy  is  (hf 
gum^^  and  we  must  enijdiasize  that  only  those  areas  of  tlie  gums  are  attacked 
which  correspond  to  points  in  the  jaw  in  which  the  teeth  are  inserted;  so  that, 
for  example,  in  children  and  in  the  aged,  in  those  areas  in  which  no  ti^th  have 
apfH!arrd,  or  in  those  from  which  th<\v  luive  already  fallen  out.  the  gums  show 
no  lesion.  Where,  however,  through  carious  prneesses  the  teeth  have  partially 
decayecb  or  where,  after  disappearance  of  the  crown  the  alveoli  still  possess 
roots,  the  disease  preferably  localizes  itself.  The  anterior  gums  usually,  ami 
especially  at  the  <mset  of  the  disi^ase,  are  decidedly  implicated,  but  not  the  resit 
of  the  nuteuus  mi'nd>rane  of  the  mouth.  At  first  the  frw  border  of  the  gums, 
particularly  the  hit  which  projects  in  the  intermediate  space  Ijctween  two  teeth, 
begins  to  swell,  rising  above  its  surroundings,  at  the  same  time  assuming  a 
dc^p  bluish-red  color.  This  color  is  not  oidy  the  expression  of  an  edematoua 
hyperemia  liut  usually  of  a  hemorrhagic  inJiltration  as  well,  whereby  it  differs 
distinctly  from  other  forms  of  stomatitis. 

The  affection  of  the  gums  rapidly  advances,  the  swollen  areas  are  fre- 
quently extremely  painful,  and  a  very  characteristic  symptom  appear?;  mod- 
erate pressure,  a  mere  touch,  causes  profuse  hemorrhage.  The  longer  the 
duration  of  the  disease,  and  the  more  severe  its  form,  the  more  extensive  the 
affection  of  the  gums.  At  the  same  time,  the  swelling  l>ecomes  greater  and 
greater,  so  that  frefpiently  nothing  of  the  teeth  can  be  seen. 

Simultaneously  an  intensely  disagreeable  odor  of  decomposition  proceeds 
from  the  mouth,  and  in  the  later  course  of  tlie  disease  becomes  quite  unbear- 
able.    The  inflammatory  swelling  increases  still  further^  deposits  of  a  dirty, 
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grayisli  white  color  rcsemhling  tho.^o  of  diphtlioria  form,  adhering  closely 
to  the  muL'ous  Ttierulirauo,  and  after  their  removiil  the  mncous  rnpnibrane  suf- 
fers a  rnore  or  h'ss  doeided  loss  in  snhstanee^  nnd  a  hieedinir,  very  painful  sur- 
face refnain.s.  Soniotinies  the  niucons  membrane  even  Iveeomes  gangrenous. 
The  surface  is  coated  with  a  dirty,  feHd  deposit,  the  upper  layers  of  which 
slough  off,  and  arc  expectorated  with  the  saliva.  If  Ihis  state  continue  for 
a  long  time  the  gums  may  become  gangrenous  and  necrose,  the  alveoli  may 
he  exposed  lo  a  great  extent,  and  the  tei^th  may  become  loose  and  fall  out. 
The  unfortunate  patient  now  sutlers  tortures,  for  these  symptoms  increase 
in  severity  and  usually  many  others  go  hand  in  hand,  and  particularly  the 
extremely  severe  cachexia.  The  hitter  is  probaldy  not  a  consequence  of  the 
various  severe  local  symptoms.  On  the  contTary,  it  ushers  in  the  afTeciinn, 
forms  a  principal  factor  in  all  the  pliases  of  the  disease,  and  is  the  primal 
cause  of  the  iuKmsity  of  the  individual  symptoms. 

In  many  patients,  and  according  to  the  severity  of  the  disease  of  the 
gums,  there  is  an  increase  in  the  secretion  of  saliva,  probalily  due  to  reflex 
causes,  so  that  a  hemorrhagic  fetid  fluid,  in  which  infusoria  and  low  fungi 
may  be  recognized,  streams  almost  continuously  from  the  mouth. 

If  the  atTection  terminate  in  recovery,  complete  rastitution  may  occur, 
and  the  teetli  which  were  previously  loose  may  again  become  firmly  rooted, 
ilore  frtH]uently  a  tough  tissue  resemliling  cicatrix  forms  and  remains  for  life, 

Meclianical  effects  produced  by  chewing  and  mechanical  irritation  have 
been  assumed  to  l^e  the  cause  of  the  almost  invariable  inflammat inn  of  the  gums 
in  scurvy;  to  these  may  be  added  the  inherent  tendency  of  the  disease  to 
inflammafion. 

In  children,  besides  the  usual  form  of  simple  stomatitis,  another  variety 
designattHl  as  aphthous  stomatitis,  an  inflammatory  offecfion  of  the  mucous 
membrane  of  the  mouth,  sfmu'limes  occurs,  particuhirly  during  t!ie  period  of 
dentition,  i.e.,  betww^n  tire  ninth  month  and  the  middh?  of  the  third  year. 
Henoch  says  regarding  this:  In  some  of  the  cases  a  disagreeable  odor  from  the 
mouth  is  added  to  the  symptoms  describe<l,  and  minute  investigation  always 
reveals  a  by|>cremic  gum  which  liletxls  readily,  which  may  even  show  a  grnyish 
yellow  detritus  of  frinhle  cliaracter  that  may  be  readily  loosened  witJi  o  spat- 
ula. This  form  of  stomatitis,  which  is  of  a  decidedly  contagious  nature, 
usually  runs  a  favorable  course;  more  rare  is  another  which  is  designate^i  hy 
the  name  of  ulcerative  stomatitis.  While  the  fibrinous  plaques  which  are 
invariolily  present  in  the  latter  affection  are  absent  in  the  former,  the  impli- 
cation of  the  gums  rerpiires  the  careful  attention  of  the  physician.  These  are 
dark  red  or  bluish  red  and  swollen,  they  bleed  readily  and  decompose  from  the 
edge  surrounding  the  tooth,  gradually  forming  a  grayish  yellow  paste;  the 
erowm  of  the  tooth  is  exposed,  and  finally  ftecomes  loosened.  Vpon  pressure  a 
ptiruh^nt  fluid  exudes  from  the  space  ijetwrvn  the  looseni^d  gums  and  the  teeth, 
a  fetid  odor  comes  from  the  mouth,  and  the  surrounding  soft  parts.  The 
cheeks  and  the  submaxillary  connective  tissue  frequently  show  edematous 
swelling.  Occasionally  the  process  attacks  the  periosteum  of  the  jaw,  extend- 
ing down  into  the  alveolar  processes,  causing  the  teeth  to  fall  out,  and  finally 
gives  rise  to  partial  necrosis  of  the  jaw. 
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This  description,  aflcr  TTenoeh,  corresponds  to  analogous  processes  in 
Bcuny  with  the  exeepUun  of  the  necrosis?  of  the  jaw,  and  thi;^  proljahly  occurs 
very  rarely  in  scurvy.  Henoch,  one  of  our  greatest  pedijitrie  clinicians,  in  his 
description  of  stomatitis  fails  to  mention  scurvy^  and  assigns  no  place  to  this 
disease  in  his  lectures  upon  diseajses  of  children ;  I  conclude  from  this  fact 
tlmt  he  is  of  the  opinion  that  the  stomatitis  of  infancy  has  nothing  in  coniinon 
with  scurvy  and,  morerjver,  that  he  has  not  obsen'ed  scurvy  in  nurslings  or  in 
the  years  of  infancy.* 

That  there  is,  however,  such  a  condition  as  infantile  scurvy  may  be  seen 
from  the  American  Collective  Report,  in  which  it  is  stated  that  among  372 
cases  which  occurred  during  infancy,  particularly  during  the  [>eriod  Wtween 
the  seventh  and  fourteenth  months,  in  only  IG  cases  were  tfie  gums  uoafTected; 
in  the  remaining  313  cases  there  is  mention  of  either  swelling  and  loosening 
of  the  gums  or  of  ulcerative  processes  in  the  gums.  Certainly.  Henoch's  cases 
were  not  scurvy,  for  he  reports  in  them  no  extravasations  of  hlood  into  the 
skin  or  the  mucous  memhranes;  neither  can  we  douht  that  cases  of  ulcerative 
stomatitis  which  are  not  of  a  scorbutic  nature  may  occur  also  in  adults. 

In  view  of  the  entirely  different  etiology  of  stonmtitis  and  scurvy  we  must 
clearly  separate  the  oral  affect  ions  of  the  two  diseases,  and  we  shall  only  refer 
to  scurvy  if,  besides  the  stomatitis,  other  symptoms,  to  l>e  more  ininutely  de- 
Beribed  later,  are  also  present.  Among  these  are  hfmorrhafjes  into  the  skin, 
into  the  subcutaneous  connective  tissue^  in  the  mucous  and  serous  membranes, 
into  the  Joints,  muscles,  etc. 

The  hemorrhages  into  the  skin  usually  occur  in  the  form  of  petechire  which 
vary  greatly  in  size.  They  occur  early  and  most  profusely  upon  the  lower  leg, 
particularly  upon  the  extensor  surfaces;  the  trunk  and  the  other  extrem- 
ities are  often  affected  later,  the  face  invariably  remaining  entirely  exempt* 
If  they  appear  in  great  numbers  the  imjjression  is  given  tliat  a  paint  brush 
has  bc^n  dipped  in  blood  and  spattered  over  tbese  areas.  Traumatic  influ- 
ences, a  Idow,  pressure,  especially  such  as  is  caused  by  the  wearing  of  tight 
clothing  (garters,  girdles,  belts,  etc),  ^ot  infrequently  produce  these  hemor- 
rhages and  give  to  them  a  definite,  under  some  circumstances  a  characteristic, 
form  and  shape;  for  example,  the  form  of  streaks  (vibiccs).  Often  an  ex- 
tremity is  profusely  covered  with  them,  and,  according  to  their  age,  they  pre- 
sent a  dark  red,  brownish  red,  green  or  yellowish  color,  corres|>ontling  to  the 
well-known  changes  in  color  which  extravasftte<]  blood  or  hemoglobin  presents 
when  undergoing  alteration.  These  hemorrhages?  have  a  special  predilection 
for  the  gluteal  region,  where  they  wcasionally  develop  extensively, 

The  first  effusions  into  the  skin  frequently  form  around  a  hair  follicle,  bo 

1  In  th©  latest  edition  of  Henoch's  book,  in  the  deftcrtptioa  nf  Barlow*a  disease,  there 
is  ntention  of  a  change  iii  ihv  jftims,  an  follows :  *'  To  the«e  »ymptoiij!^  utmost  invariabtjr 
ifl  ndded  a  spongy  swelling  of  tho  ffums  with  fetor  and  toodenov  to  hemorrhagic  as  in 
the  castf  of  scurvy,  and  thi**  h  iiio^t  marked  in  the  eawes  where  teeth  are  already  present," 
Then  follows  another  stiiti  ment  of  importunce:  "  Fur  the  pn-m^nt  we  ratiy  only  ajMiume 
that  we  arc  here  denlinfj  (in  nnrlow*8  disease)  with  a  form  of  the  hemorrhsiijie  diathesis 
thai  has  niueh  in  eommon  with  scurvy  but  does  not  apjM^ar  to  be  idtntieal  with  iU** 
A  special  description  of  scurvy  is,  however,  not  found  in  hia  latest  edition. 
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that  apparently  the  capillary  vci^sels  of  tlie  latter  may  be  looked  upon  as  the 
startiog  point  of  the  hemorrhage.  The  effusions  of  blood  appear  a8  though 
punctured  hy  the  little  hairs  in  this  area.  The  hair  then  becomes  dry,  fibril- 
ktes,  and  falls,  out.  The  region  ahoul  the  nails  h  also  frtMjnenfly  the  seal  of 
hemorrhages;  when  tlie!?e  suppurate,  the  process  often  extends  to  the  bed  of 
the  nail  so  that  it  leads  to  paronychia,  that  is,  an  (miffhla  .srorbtituyf,  as  the 
result  of  which  the  nail  dies.  The  nicers  upon  other  parts,  particularly  upon 
the  lower  extremittes  and  the  buttocks,  may  be  of  extraordinary  size.  Some 
are  coycred  with  dark,  firm  crusts,  some  have  a  dirty  base  which  is  covered 
with  decomposed  puroliemorrhagie  shreds  of  tissue,  or  Hat  granulations  may 
be  seen  which  bleed  at  the  slightest  touch.  Usually  the  ulcers  secrete  continu- 
ously a  thin  hemorrhagi co-purulent,  sometimes  even  ichorous,  fluid  which  has 
a  most  oflensive  odon  Unless  cicatrization  of  the  ulcers  occurs  previous  to 
general  improvement  (and  this  is  rare)  these  frerpiently  sprearl  to  the  sur- 
rounding tissues,  or  even  invade  them  deeply,  thus  causing  the  erosion  of 
larger  vessels  and  hemorrhages  which  may  terminate  fatally.  But  even  with- 
out this  serious  outcome  these  cutam^us  ulcers  are  of  bad  prognosis,  for  their 
profuse  secretion  greatly  debilitates  the  organism. 

The  hemorrhages  into  the  sulicutaneous  cnnmM:*tive  tissue  and  into  the 
muscles  may  be  widely  distriijuted,  and  attain  t!ie  size  of  a  plate  or  even  be 
larger.  Sometimes  they  develop  acutely,  sometimes  slowdy ;  in  the  former 
case  they  are  usmilly  accompanied  by  pain  and  an  increase  in  temperature. 
The  skin  above  them,  as  a  rule,  can  1m?  hut  sliglaly  moved  or  not  at  all,  it 
has  a  doughy  sensation,  is  paiiiful  upon  pn^ssurc  and  feels  hot.  In  the  case 
of  these  suljcutancous  hemorriiages  the  lower  extremities  are  the  chief  seat, 
as  they  are  of  petechije,  particularly  the  region  of  the  tendo  Achillis  and  the 
popliteal  space.  At  the  ouset  there  is  nolicnl  a  soft  swelling  which  later 
becomes  harder,  and  is  tinally  as  hard  as  wood.  The  margins  of  the  tumor 
arc  not  always  sharply  defined.  The  skin  above  the  swelling  is  not  movable 
and  the  swelling  is  often  not  sharply  marked  off  from  the  surrounding  tissues. 
Over  the  swelling  the  skin  shows  decided  rcdoess  aud  edema;  it  is  shiny,  hot 
and  painfuh  After  a  few  days  these  symptoms  ameliorate,  and  tlie  redness 
turns  to  a  dull  brown.  Then  absorjition  occurs,  the  skin  desrpuimates,  and 
always  retains  a  dark  pigmentation.  But  the  swelling  may  soften  and  even- 
tually rupture,  and  a  quantity  of  necrosed  gangrenous  tissue  mixed  with 
blood  sloughs  away.  The  result  is  a  tlee|i  uh^er.  The  course  is,  however,  not 
always  so  acute.  The  sw^elling  and  hardening  may  occur  much  more  grad- 
ually; pain  and  fever  may  l»e  absent.  Upon  the  skin  there  may  appear  the 
signs  of  a  more  or  less  well-fleveloped  sutrgillalion,  according  to  whether 
the  process  runs  its  course  superficially  or  in  the  (lee|>er  tissue.  .\s  a  matter 
of  course  such  foci  decidcilly  limit  the  function  of  the  muscles,  wdiether  they 
are  located  in  the  muscles  themselves  or  in  the  neighboring  connective  tissue. 
When  disease  of  the  muscle  is  comliined  with  disease  of  the  countx'tive  tissue, 
it  is  often  impossible  for  the  phvsician  to  make  a  dilTerential  diagnosis.  In 
the  muscles  cpiite  isohited  foci  may  he  found  w^hich  are  characteristic  in  that 
the  integument  over  them  scarcely  shows  change.  These  foci  vary  greatly  in 
the  symptoms  w^hich  they  produce;  some  are  circumscribed,  some   diffuse. 
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some  painful,  some  painless,  some  acute  and  accompanied  by  fever,  some  grad-' 
Tial  in  onset  and  afebrile  in  course. 

Hemorrbagos  from  the  niueons  membranes  are  decidedly  less  frequent, 
but  they  mav  cau^e  death  or  hasten  death  by  inanition.  We  must  mention 
hemorrhages  from  the  nose,  beinatemesis,  enterorrhagia,  hematuria,  metror- 
rhagia end  hemoptysis.  For  a  long  time,  severe  epistaxis  has  b(?en  greatly 
dreaded;  it  is,  however,  not  Tcry  frequent,  but  can  rarely  he  stoppeil  wilhout 
packing,  and  sometimes  causes  death.  These  hemorrhages  rarely  ocenr  spon- 
taneously, hut  are  usually  the  result  of  8!ight  injuries  to  the  nasal  mucous 
membrane;  tliey  may  follow  strennous  blowing  of  the  nose.  The  fact  that  an 
external  cause  is  usually  required  to  produce  the  hemorrhages  which  are  so 
characteristic  of  scurvy,  Immermann  believes  will  explain  the  circnmstance 
that  the  gums  are  usually  the  seat  of  these  symptoms.  He  is  of  the  opinion 
that  the  stomatitis  marginalis  of  scurvy  is  also  secondary,  inasmuch  as  the 
gums,  considering  the  delicacy  of  their  histologic  structure,  are  so  frequently 
and  decidedly  exposed  to  mechanical,  chemical  and  thermic  irritations — par- 
ticidarly  as  the  development  of  the  affection  of  the  gums  is  always  appar- 
ently  associated  with  the  presence  of  teeth  in  the  jaw,  and  therefore  with  the 
process  of  chewing.  Jt  nuiy  also  be  here  emphasized  that  the  gurus  are  not 
exclusively  the  scat  of  the  disease,  nor  are  they  the  first  typical  points,  but 
severe  cases  may  run  their  course  without  an  implication  of  the  giims,  and  in 
general  the  sapieiu^e  of  the  individual  Byniptoms  and  the  number  of  the  impU- 
cated  organs  nuiy  be  very  varialile. 

Ib^morrtmge  from  the  mucous  membranes  of  the  stomach  and  intestines  is 
deciib'dly  more  rare  than  from  the  mucous  memlirane  of  the  nose,  and  is  prone 
to  occur  when  the  bowel  is  stimulatcnl  to  dcciiled  f>cristalsis ;  as,  for  example, 
after  the  administration  nf  purgatives.  Its  development  may,  therefore,  be 
compared  with  epistaxis  after  violent  blowing  of  the  nose.  In  rare  cases  dys- 
entery is  simultaneously  present.  Hemoptysis  occurs  only  occasionally  owing 
to  a  coexisting  tuberculosis  or  a  fiijrinous  pnemnonia,  the  latter  disease  then 
having  its  starting  point  in  a  hemnrrhagic  pulmonary  infarct. 

Besides  these  hemorrhages  which  appear  upon  the  surface,  or  from  organs 
with  an  external  outlet,  others  may  occur  in  the  internal  cavities,  or  there 
may  be  bleeding  even  into  the  organs  themselves.  These  represent  a  severe 
form  of  the  disease;  they  cause  extreme  debility  or  may  even  be  the  immediate 
causi.^  of  death.  Among  these  we  must  mention  first  the  [)leural  and  peri- 
cardial hemorrhages  some  of  which  may  be  looked  upon  as  forms  of  non- 
inflammatory  hemothorax  which  occasionally  leads  to  an  inflammation  of  the 
serosa,  some  as  intlammatory  hemorrhagic  elTusions  which,  Ijy  compression  of 
the  lung<  or  pa rn lysis  of  the  heart,  decidedly  increase  the  danger  to  life. 
That  these  effusions  into  the  serous  cavities  (which  may  also  occur  in  tb<^ 
peritoneum)  are  susceptible  of  alisorption  is  unquestionalile. 

Meningeal  hemorrhages  have  also  kvn  observed,  and  may  he  diagnosticated 
by  pain,  paresthesia,  spasms,  contractures,  paralyses,  and  apoj»lectiform  attacks. 
In  some  eases  death  occurs  with  the  sym]>toms  of  apoplexy,  but  actual  ca^^es 
of  true  cerebral  hemorrhage  ap|K?ar  to  be  extraordimirily  rare.  More  frequent 
are  scorbutic  cluingcs  in  the  eye.     Uemorrhages  and  Inflammation  of  the  con- 
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Junctiva,  hemorrhages  into  the  anterior  chamber  of  the  eye,  or  choroiditis 
Jiemorrhagica  have  bcco  Doted,  The  subconjutidival  hemorrhages  oiay  cause 
loosening  of  tlie  eonjunctiya,  and  to  such  an  extent  that  the  membrane  swells 
out  under  the  eyelid,  frequently  covering  the  eye-ball  to  a  great  extent.  Ocea- 
sionally  iritis  also  occurs.  All  of  these  symptoms  may  improve  or  may  load 
to  corresponding  permanent  changes.  In  very  severe  cases,  bilateral  pan- 
ophthalmitis nsimlly  occurs  and  leads  to  entire  loss  of  sight.  These  cases 
invariably  terminate  fatally,  Seggel  oliserved  in  a  mild  case  hemorrhages  into 
the  vascular  wall  of  the  retina!  vessels,  besides  frequent  repetitions  of  sub- 
con  jimctival  hcmorrbages,  and  a  swelling  due  to  hemorrliage  into  the  pia 
sheath  of  the  optic  nerve  with  a  slight  cloudiness  of  the  papilla.  Not  infre- 
quently in  the  course  of  the  disease,  as  prodrome,  or  as  sequel,  hemeralopia 
or  night-bllDdncss  is  observed — a  condition  in  which  the  sense  of  sight  is  more 
or  less  lost  during  dusk  and  at  night.  Nothing  is  known  of  the  causal  rela- 
tion of  the  underlying  affection  to  these  phenomena. 

A  particular  and  important  group  of  symptoms  is  that  affecting  the  tissues 
constituting  the  joints,  including  the  cartilage  and  the  bone.  Besides  the 
more  or  less  widely  distributed  rheumatoid  pains  in  the  joints,  painful  swell- 
ings of  the  latter,  due  to  effusions,  are  observed.  These  latter  may  be  purely  ser- 
ous, hut  more  frequently  consist  of  a  sanguinolent  fluid.  Sometimes  there  is 
also  suppuration  of  the  joint*  with  subsequent  erosion  and  deformity,  and  finally 
true  ankylosis.  Inasmuch,  however,  a,^  the  affection  usually  terminates  in  re- 
covery, these  effusions  are  generally  absorbed  without  ankylosis  developing.  In 
the  bones,  i>arlicularly  after  mechanical  injuries  not  necessarily  at  all  severe, 
hemorrhages  occur,  or  infhmimatory  periosteal  effusions  between  the  periosteum 
and  the  lione  arise.  Indurated  and  very  painful  swellings  result,  wliieh,  how- 
ever, may  slowly  subside,  or  may  lead  to  local  necrosis  and  the  formation  of 
sequestra.  At  the  epiphyses  the  coverings  of  the  cartilage  become  detached. 
The  long  tubular  bones  of  the  lower  extremities  are  chiefly  attacked,  next  those 
of  the  upper  extremity,  frequently  also  the  ribs,  in  which  case  the  process  leads 
to  detachment  from  the  sternum.  The  kind  of  aid  given  by  scurvy  to  many 
intercurrent  affet?tions  nuiy  be  suspect ih!  if  we  notice  how  in  fresh  cicatrices, 
or  in  those  previously  formc^d,  it  produces  a  softening  of  the  callus. 

During  the  progress  of  the  symptoms  descrilxHi  the  constitutional  condi- 
tion of  the  patient  deteriorates.  He  l)ett>mes  cachectic  looking,  the  fat  and 
the  musculature  gradually  disappear.  Fever  may  be  absent,  in  other  cases 
may  be  slight,  without  conforming  to  any  definite  type.  Decided  rises  in 
temperature  are  generally  due  to  complications  or  to  suppuration.  Sometimes 
swelling  of  the  spleijn  is  noted;  this,  however,  can  by  no  means  be  looketl  upon 
as  specific.  The  symptoms  on  the  part  of  the  heart  correspond  with  tbose 
of  other  anemic  conditions — systolic  murmurs  and  dilatation.  Clinically  the 
most  prominent  symptoms  are  cardiac  palpitation  and  dyspnea  upon  compara- 
tively slight  movement  and  exertion.  The  small,  frerpient,  and  slightly  irreg- 
ular pulse  is  notable.  In  the  course  of  the  disease  endocarditis  occasionally 
occurs,  but  clinically,  in  the  majority  of  the  cases,  can  scarcely  be  recognized, 
being  anatomically  characterized  by  a  delicate  circle  of  excrescences  upon  the 
free  border  of  the  mitral  valve  or  the  aortic  valve*     Under  some  circumstances 
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it  mils  its  course  witb  the  symptoms  of  ulcerative  endocarditis.  It  is  to  be 
hoped  that  we  may  f^ucceed  io  discovering  in  the  endocardial  deposits  the 
pathogenic  agent  of  the  disease,  which  so  far  has  been  unsucee^sfally  looked 
for  in  the  btood.  On  the  part  of  the  digestive  tract  we  have  occasional  diar- 
rhea which  may  be  of  a  dysenteric  character.  Several  times  the  combination 
of  Bcurvy  with  true  dysentery  has  Ijecn  observed.  Kidney  troubles  are  com- 
paratively slight;  occasionally  transitory  alhimiiniiri a  is  met  with,  without  our 
being  able  to  conclude  from  this  the  presence  of  genuine  nephritis,  which  is  a 
rare  complication.  Kcports  of  marked  hematuria  are  rare.  The  nrine  is  fre- 
quently of  a  dark  color,  which  Krotschy  ascrit»es  Io  an  increase  nf  the  normal 
coloring  material  due  to  a  greater  destruction  of  red  blood -co  rpiiscles.  In  se* 
vere  cases  the  quantity  of  the  urine,  especially  during  the  progress  of  the  disease, 
is  greatly  diminishwl;  peptonuria  occurs  as  well  as  albuminuria.  According 
to  V.  Jaksch  the  peptone  docs  not  originate  in  the  blood  itself,  but  from  the 
hemorrhages  of  the  skin,  of  the  suWutaneons  cellular  tissue,  etc.  To  this  he 
ascribes  the  origin  of  the  profuse  urobilin. 

Of  course,  special  importance  has  been  attached  to  the  amount  of  potash 
in  the  urine,  but  the  reports  regarding  the  quantity  found  are  very  contra- 
dict ory»  Phosphoric  acid  is  said  to  be  increaswl ;  unquestionalily  the  amount 
of  uric  acid  is  great^  especially  at  the  height  of  the  disease,  but  it  rapidly 
decreases  with  Ijcginning  convalescence. 

In  the  blood,  afiart  from  Klcbs'  questionable  nomads,  nothing  character- 
istic has  been  found.  The  tiudings  correspond  in  the  main  with  those  of  severe 
anemia.  The  amount  of  hcmogloliin  is  decreased,  and  in  severe  cases  not  only 
the  number  of  erythrocytes  but  also  their  hemoglobin  contents;  poikilocytes 
and  microcytes  I  myself  have  frequently  found,  souie  with  basophil jc  granula- 
tions. Particubirly  common  is  the  form  of  achromic  cell  described  by  mo 
resembling  a  pessary.  Pcnzoldt  also  reports  the  presence  in  the  bloml  of 
granular,  and  stune  markedly  refractive,  l>odies  which  he  looks  upon  as  embry- 
onic forms  of  red  corpuscles,  Macrocytes  also  are  said  to  have  been  found 
in  large  numticrs.  Acnnding  to  the  reports  of  Lal>ouliH^ne  the  nunilM^r  of 
leukocytes  is  increa.seil ;  this  I  am  unable  to  confirm  from  my  own  observations;. 
The  reports  arc  contradictory  regarding  tlic  amount  of  iron  in  the  blood. 
According  to  Opitz  and  Schneider  it  is  somewhat  increased;  according  to 
Duchck  it  is  nearly  nonnab  and  aecording  to  Becqucrcb  Rodier  and  Chal?et 
it  is  decidedly  decreaseti  The  latter  has  also  determiued  a  decrease  in  the 
amount  of  potassium. 

As  a  result  of  our  review  of  the  great  number  of  accounts  of  severe  symptoms 
in  past  epidemics  we  must  emphasize  our  impression  that,  ai  JrnM  in  Germany^ 
the  severe  forms  of  thf  disease  art'  now  onftj  vertf  rarehj  obsfrved. 

Frequently  the  symptoms  are  limited  to  great  lassitude,  pain  in  the  joints 
and  limbs,  extensive  hemorrhages  into  the  skin  and  elsewhere,  and  more  or 
k\ss  decided  bemorrhagic  inflammation  of  the  gums.  In  these  cases  the  entire 
eour&e  is  comparatively  short. 

8cur\7  may  terminate  in  death  or  in  complete  or  partial  recovery.  Gen- 
erally recovery  is  excewlingly  slow,  and  weeks  and  months  pass  before  the 
difTerent  processes  have  run  their  course.     The  disease  of  the  gums,  if  great 
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lo89  of  substance  has  not  occiirrod,  steadily  improves,  the  swelling  disappears, 
and  Tesiiiuiw  ad  intvfjnim  lakes  place.  On  the  other  hand,  permanent  changes 
in  the  form  of  cicatricial  retractions  or  hj^perplastic  thickening  of  the  tissue 
may  remain,  which,  however,  do  not  give  rise  to  any  difficulties.  Of  the 
processes  in  tlic  skin,  the  small  hemorrhages  improve  most  readily.  They  go 
through  all  the  changes  that  hemoglobin  shows,  and  iinally  disappear.  With 
an  improvement  in  the  general  condition,  the  cutaneous  ulcers  also  pursue  a 
favorable  course.  Their  surfaces  become  clean,  and  finally  skin  is  formed 
in  which  a  dark  pigmentation  remains  for  a  long  time.  The  swelling  in  the 
muscles  and  connective  tissue  also  gradually  recedes,  although  very  slowly,  so 
that  a  callus  is  often  evident  long  after  contplete  recovery.  Not  rarely,  too, 
connective  tissue  proliferation  occurs  (as  in  the  gums),  the  result  of  which  is 
permanent  contraction  or  fixation  of  the  muscles  and  joints,  with,  for  example, 
the  foraaation  of  club-foot* 

DIAGITOSIS 

In  view  of  the  marked  symptoms,  the  conspicuous  epidemic  character  of  the 
disciise,  and  the  extraordinary  circumstances  under  which  it  usually  arises,  the 
diagnosis  of  scurvy  can  scarcely  be  difTicult. 

Difficulty  arises  only  w^hen  we  are  dealing  with  sporadic  cases,  and  even  in 
these  a  careful  history  of  the  previous  conditions  of  the  life  and  residence  of  the 
patient  will  lead  to  a  recognition  of  the  atfection.  If  we  remember  that  the 
greatest  number  of  epidemics  occur  upon  ships,  in  fortresses,  among  isolated 
bodies  of  troojis,  or  in  pena!  and  eleemosynary  institutions,  that  quite  definite 
etiologic  factors  such  as  insanitary  conditions  of  life,  and,  above  all,  improper 
fcHn]  have  pn^oeded  tlie  outbreak,  no  furl  her  proof  is  ntx^ded  for  us  at  once  to 
recognijie  the  disease.  The  disease  may  lircak  out  in  so  many  places  that  it  is 
only  very  rarely  that  symptonjs  arc  at  all  scanty  in  a  given  case;  ahuost  always 
a  numt>er  of  the  usua!  symptoms  ap|>ear  simultaneously.  Serious  diagnostic 
ditliculties  will,  therefore,  only  occur  in  isolated  eases  of  unusually  mild  char- 
acter. But  thes*'  afe  just  the  ones  which  to-day  present  themselves  for  pro- 
fessional treatment. 

First  among  the  external  symptoms  we  have  learned  to  recognize  those 
w^hich  almost  always  precixle  the  Iwal  phenomena  of  the  disease  and  increase 
with  its  advanee;  i.e.,  the  general  cachexia.  Next  come  the  various  elTusions 
of  blrK>d  into  the  skin,  into  the  deeply  lying  connective  tissue  and  the  muscles, 
the  rheumatoid  arthritic  pains  occasionally  present,  and,  above  all,  the  affec- 
tion of  the  gums.  The  numlier  of  diseases  which  may  1k^  confounded  with  it 
is  very  small.  First,  those  diseases  which  form  a  common  group  with  scurvy 
(hemophilia  and  morbus  maeulosus  Wcrlhotii).  Xeithcr  is  epidemic  in  any 
sense;  and  as  both  are  to  he  described  later  they  need  not  now  be  considered. 
I  will  state  here,  however,  that,  in  spite  of  the  external  similarity  of  many 
cardinal  symptoms,  the  disease  of  the  giims  is  the  prfih^minant  feature  in 
scurvy,  and  is  not  present  in  either  of  the  other  diseases  mentioried. 

Cutaneous  hemorrhages,  espwially  petechise  and  small  eechymoses,  are  met 
with  in  a  number  of  cachectic  diseases,  Wlien  associaled  with  rheumatoid  or 
arthritic  pains  a  confusion  of  scurvy  with  peliosis  rheumatica  may  occur.     If, 
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in  sudi  oases,  the  diagnosis  is  difficult,  it  must  be  roracmbcred  that  scorbutic 
hemorrhages  are  generally  of  an  inllammatory  eharactt^r,  wliilc  in  the  other 
diseases  this  is  by  no  meang  the  case.  Finally,  it  must  be  borne  in  mind  that 
IB  scnrvy  we  have  excellent  therapeutic  measures  under  the  action  of  which 
the  sjTnptoms  usually  disappear  rapidly,  while  in  the  majority  of  the  other 
diseases  therapy  is  for  the  most  part  of  no  avail. 

PROGNOSIS 

WTiile  the  prognosis  during  past  historic  epochs  was  usually  verv  grave, 
to-day,  fortunately,  it  is  very  favoralile,  especially  in  eases  other  than  the  most 
severe,  iSaturally,  we  must  be  cautious  in  prognosis,  for  even  in  mild  and 
moderately  severe  cases  intercurrent  atTec-tions  may  bring  about  death.  The 
earliLT  the  thcnipy  is  begun  the  nmrc  favorable  the  ultiuiate  result  and  the 
shorter  the  course,  although  even  under  favorable  circumstances  it  always 
requires  considerable  time  for  the  patient  completely  to  regain  his  strength, 
('omplete  recovery  is,  of  course,  only  to  be  expected  in  those  eases  in  which  the 
disease  has  shown  itself  to  be  mild;  in  other  cases  recovery  is  usually  iucom- 
pb'le.  Only  in  cases  in  which  no  loss  of  substance  has  occurrr*d  can  a  comf)lete 
restitutio  ad  integrum  be  expected. 

In  cases  which  terminate  fatally,  the  piitient  usually  suffers  for  a  long 
time,  and  passes  through  many  complicaf  inns  before  he  finally  succumbs  to 
general  exhaustion.  Yet  many  circumstsmccs  nuiy  lead  to  an  early  death. 
Among  these  by  far  the  commonest  are  hemorrhages  of  lethal  extent.  These 
may  Ik3  from  the  gums,  from  the  nasa!  mucous  membrane,  from  cutaneous 
ulcers,  eroded  arteries,  or  from  the  digestive  tract* 

More  frecpiently  death  resnlts  from  complications,  particularly  dysentery 
and  croupous  pnenmonia,  more  rarely  malignant  endocarditis,  the  cause  of 
which  is  to  be  sought  for  in  the  (entrance  of  infectious  germs  from  the  ulcers. 
Quite  often  ext*essive  etfusions  into  the  plenral  cavity  or  into  the  pcrieardiuui 
threaten  life:  somelimcs  extreme  cardiac  asthenia  leads  to  a  fatal  n*snlt,  and 
if  the  patient  makes  an  unusual  exertion  or  rises  suddenly,  he  eolhipsos  life* 
less,  aa  occasionally  happens  in  children  who  have  had  an  attack  of  diphtheria, 
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Oarrod's  teaching  that  a  deficiency  in  acid  vegetable  potassium  is  the  chief 
cause  of  the  disease  indicates  the  direction  in  which  a  prophylaxis  in  scurvy 
is  to  be  attained.  The  theory  of  Garrod,  although  correct  in  its  fundamental 
principles,  does  not  appear  to  be  absolutely  well-founded  throughout,  for  cases 
of  scurvy  develop  where  there  is  no  detlciency  of  potassium  in  ihe  food.  In 
the  epideinie  in  Rastatt  ( 38,M-18r»2),  for  example,  there  was  no  deficiency  in 
fresh  vegetables ;  nor  in  tliat  of  Ingolstadt  where,  in  spite  of  good  food,  such 
as  meat  and  potatoes,  an  epidemic  occurred  among  the  prisoners  of  war.  It 
has  therefore  boen  assumed  that  it  is  not  the  deficient  administration  of  potas- 
sium, hut  the  insunieient  retention  of  potassium  in  the  organism,  which  ctin^ 
the  disease.  Uni|uestionablv,  among  other  conditions,  the  increascfl  consum| 
tion  of  potassium  in  the  body  plays  an  important  r6lc.     If  the  theory  of  Bung 


is  eoirect,  the  oxcessive  ingostion  of  tahle  salt  produoo^  an  increasnd  oxcrotion 
of  potass^imn.  Thus  the  fact  can  easily  be  accounted  for  that  the  cniitinucd 
use  of  salted  meat  frefjwently  causes  scurvy,  althoncrli  this  is  denied  by  many. 

In  consonance  with  opinions  generally  heUI,  plentiful  amounts  of  acid 
vegetable  potassium  t^bonkl  be  administered  to  the  organis^m  in  tlie  form  of 
fresh  green  vegetables  such  as  new  potatoes,  spooiiwort  (scurvy  grass),  cabba^fo, 
spinach,  water  cress,  radishes,  sorrel,  sauerkraut,  earrot,-^,  turnips,  onions,  arti- 
chokes, asparagus  and  lettuce,  also  juiey  fruits,  oranges,  milk,  fresh  meat,  meat 
extract,  meat  Juice^  particularly  }uiro  (from  the  laboratory  of  Schnll  in 
Munich),  meat  juice,  essence  of  beef,  ami  good  potted  meats.  In  view  of  the 
comparatively  low  price  of  vegetables,  the  daily  diet  may  be  well  supplied  with 
acid  vegetable  potassium  even  in  the  feeding  of  prisoners  for  whom  but  a 
small  allowance  is  luade.  Lately  the  diet  in  prisons  has  been  decidedly  im- 
proved by  the  addition  of  fish. 

It  IS  more  dilhcult  to  prevent  scurvy  at  sea.  In  long  sea  voyages  the  supply 
of  fresh  vegetables  is  soon  exhausted,  and  a  portion  is  likely  to  sp<iil.  But 
canned  vegetables  may  readily  take  their  place  without  decidedly  increasing 
the  cost,  owing  to  the  abundance  of  good  uiaterial  upon  the  uiarket.  Upon 
long  trips  a  sid^stitute  for  fresh  meat  is  furnislied  by  meat  extract. 

On  many  ships  in  order  to  furnish  the  requirement  of  acid  vegetable  potas- 
sium, lemon  juice  is  regularly  given  to  the  crew.  In  the  English  marine  it  is 
obligatory  that  the  crew  shall  receive  a  cnrresponding  amount  of  lime  juice 
in  a  mixture  of  ten  parts  of  lime  juice  to  one  part  of  spirits.  The  best  methml 
is  to  carry  the  fresh  fruit  upon  the  trip,  and  prepare  lemonade  from  it.  Arti- 
ficial lemon  juice  is  sometimes  adulterated,  and  decomposes  very  readily. 
Kordenskjuld  advises  preserved  nudlierries  frjr  expeditions^  as  Ibese  are  said  to 
have  a  particularly  favoral^le  action.  Xeale  believes  fresh  meat  (with  the 
blood)  to  be  the  most  ellicient  antistTjrbutic.  When  this  is  not  at  hand,  green 
or  canned  vegetables  and  lemon  juice  must  be  used.  Potatoes  and  milk  are 
also  ail  vised,  as  well  as  eidiT  and  ^Moselle  wine. 

tireat  stress  is  also  laid  upon  drinking-water  and,  if  necessary,  this  most  he 
obtained  from  salt  water  by  distillation.  Nansen  advises  that  in  Polar  regions 
the  ice  which  projects  above  the  surface  be  melteii  for  drinking,  since  these 
parts  have  been  exposed  during  the  summer  to  the  rays  of  the  sun,  and  have 
to  a  great  extent  lost  their  salt.  He  l^elieves  it  unuecessary  to  distil  this 
water  for  drinking  in  order  to  escape  the  danger  of  scurvy,  and  considers  the 
belief  erroneous  that  a  small  amount  of  salt  is  harmfuL  Good  Imer  (pine 
beer)  is  useful  for  the  prevention  of  scurvy,  and  the  present  status  of  brewing 
makes  it  piossible  to  take  large  amounts  of  inexpensive  beer  upon  long  sea 
voyages. 

Picklt^il  meat,  as  universal  experience  has  shown,  has  a  deleterious  effect^ 
and  for  this  reason  its  use  is  to  be  limited  as  much  as  possible. 

In  regard  to  epideuiies  at  sea,  the  conditions  of  seafaring  in  modern  times 
have  changed  :  steamers  have  greatly  sbortene<l  the  voyages,  and  provisions  are 
carried  in  smaller  r]uantity  than  foruu:^rly.  These  causes,  and  also  the  excel- 
lent naval  regulations  in  whicli  England  has  shown  itself  superior  to  all  sea- 
faring nations^  have  made  the  disease  so  rare  in  the  English  ^a,yj  that  in 
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the  yoars  from  1850  to  ISfjl  only  1.05  per  thousand  of  marines  were  attacked 
by  the  disease.  In  the  Ant^trian  Marine  the  number  of  affections  from  1863  to 
1870  —  1  per  cent,  bnt  in  1871  and  1872  it  declined  to  0.34  per  cent.  In 
the  German  Marine  dnring  the  period  from  April,  1S75,  to  March,  IRSO,  only 
IG  eases  of  scurvy  and  70  cases  of  scorbutic  gum  affection  occurrcil,  these 
groups  collectively  givintr  a  proportion  of  0,475  per  cent. 

The  occiirrence  of  scurvy  upon  ships  depends  neither  upon  sailing  in  north- 
ern nor  in  southern  latitudes,  in  this  nor  in  that  season,  but  particularly  upon 
the  supply  of  provisions  in  proportion  to  the  Icn^dh  of  the  voyage.  This 
readily  explains  why  condition."^  arc  more  unfavorable  upon  sailing  ships  than 
upon  steamers.  In  the  former  only  the  most  careful  ship  hygiene  can  prevent 
an  outbreak  of  the  disease,  and  upon  such  ships  general  hygienic  conditions  are 
still  unsatisfactory. 

Besides  proper  kinds  and  suiheiency  of  food,  genera!  hygiene  is  most  impor- 
tant in  prophylaxis,  particularly  perfect  cleanlijiess  of  body  as  well  as  of  hab- 
itation, avoidance  of  excesses,  protection  against  cold,  etc.  Isolation  of  the 
patients  when  possible^  and  the  greatest  attention  to  cleanliness  on  contact  with 
them,  form  the  t>est  means  for  limiting  the  spread  of  the  disease,  that  is,  for 
arresting  it.  Too  much  stress  cannot  be  laid  upon  exercise  in  the  open  air,  by 
which  tlie  psychical  condition  of  the  patients  is  improved,  WTaere  a  change 
of  residt^nce  is  possil>le  we  should  always  take  advantage  of  it. 

I  should  like  to  mention  a  few^  points  of  importance  from  t!ie  interesting 
l>ook  of  Nansen,  '*  Farthest  North,"  which  reports  one  of  the  greatest  sea 
voyages  of  all  times,  in  which  dnring  three  years  no  ca:^  of  i^curvy  occurred. 
In  regard  to  provisions  he  holds  the  view  that  in  prolonged  Arctic  expeditions 
meat  and  fi.^h  that  have  Irx^u  preserved  by  saltings  smoking  or  incomplete 
drying  are  to  be  regarded  as  object lonalile,  and  are  to  be  rejectee!.  The  lead- 
ing thought  in  provisioning  must  he  to  preserve  the  food  either  by  careful  ami 
complete  drying,  or  by  sterilization,  **  What  I  wishcxl  to  attain  was  to  have 
not  only  a  nouri.^hing  and  wholesome  stock  of  provisions,  but  to  sc\>  to  it  that 
there  was  as  mucli  variety  as  possible.  We  took  fish  of  all  sorts  in  hermetically 
closc*d  tins,  dried  fish  and  preserved  llsh,  potattK^s,  <lrit:H^l  as  well  as  in  iiiii^^ 
all  sorts  of  drii^l  and  preserved  vegetaldes,  cooked  and  dried  frnit,  preserves 
and  marmalade  in  large  amounts,  sweetened  and  unsweetened  condensed  milk, 
preservwl  i>iittcr,  dried  soups  of  various  kinds,  etc.,  even  bread,  dried  vegetables, 
etc.,  in  zinc  cases.  As  drink  we  usc^l  at  breakfast  and  in  the  evening  choco- 
late, coffee  and  tea,  oeeasionally  milk.  For  supfier  at  first  beer,  later  lemon 
juice  with  sugar  or  syrup,  Asi<le  from  beer  and  some  malt  extract  the  expedi- 
tion had  no  aleoholie  drinks.  Occasionally  a  grog  was  maile  from  mull>err»es 
or  oiher  fruit  syru]>  with  the  addition  of  s<:>me  spirits.'*  Meat  and  fish  were 
carried  in  a  desiccated  condition,  frtni  from  fat,  cartilage,  etc.,  and  mixed  with 
kidney  fat,  also  Yaage's  fish  flour;  flour  (previously  stewed),  m  that  it  could 
he  en  ten  without  further  preparation;  drii-d  cookixl  jwitatrws,  ]Kni  soup,  choco* 
late,  ]»read  (carefully  dried,  hard,  wheat  turiul)  and  afeiiromit  luead  (wheat 
Hour  with  30  per  cent,  of  aleuronat)  and  butter. 

It  may  Im  interesting  to  quote  the  menu  of  the  2Mh  of  Decemher,  1893: 
L  Oxtail  soup,  2.  Fish-pudding,  with  potatoes  and  melte<l  butter,  3.  EeindiHjr 
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roast  with  pea.s,  French  beans,  potatoes  and  preserved  cranherrieSj  4,  Mulber- 
ries with  cream,  5.  Cake  with  niardipane. 

The  f/eufraf  ircafmt^fit  of  seiirvy  is  entirely  aoalngons  with  the  prophylactic 
diet.     Warm  batlis  often  have  a  favorable  action. 

Special  irmimeni:  In  the  drn^^  treatment  of  scnrv>\  cochleariae  has  long 
been  prominent,     A  formula  greatly  employed  is: 

IJ   Herb.  cochL  rec.  cone. , 50.0 

Sem.  j^inap.  cont 12.5 

Vin.  gall,  alb , , . .  , 300,0 

Macera  per  biduum,  colat.  adde  spir.  ©th,  chlor 6.0 

M.,  D,,  S. :  Half  a  wine-glassful  three  timei  daily. 

There  are  further  employed:  Astringents,  such  as  tonica  amara,  and  aro- 
matics,  sneh  as  tannic  aeid,  quinin,  cascarilla,  myrrh,  ratanhia,  ealalru^^i,  ami 
gentian. 

The  employment  of  lieer  yt^ast,  pure  or  with  the  adtlition  of  water  and 
sugar,  au  200  to  300  grams,  daily,  is  very  popular. 

Disease  of  the  gums  is  best  prevented  by  the  early  removal  of  all  carious 
teeth  and  deposits  of  tartar:  biter  this  is  not  m  fe^isible,  and  the  affection  of 
the  gums  must  then  be  treated  Iwaliy  with  astringent  solutions.  Tincture 
of  myrrh,  potassiuui  chlorate  and  potassium  permanganate  in  weakened  solu- 
tion are  espwially  employed. 

In  scorl>utic  cutaneous  ulcers,  poultices  containing  potassium  permanganate 
in  solutions  of  1  to  300  and  Imndages  are  serviceable. 

Hemorrhages  are  treated  by  styptics  and  tampons,  as  well  as  hy  ergot. 
Surgical  interference  may  he  very  dangerous ;  even  simple  bandages  that  cause 
pressure  may  bring  about  deep  tissue  hetnorrhages  and  deep  ulcerations. 

In  case  of  constipation  all  purgatives  whicb  have  a  decided  action  are  to  be 
avoided  unh?ss  al)sohitely  necessary.  The  bowels  must  be  opened  hy  the  cau- 
tious administration  of  enemata,  or  by  the  employment  of  the  mildest  laxatives, 
such  as  tamarinds,  for  by  the  too  active  stimulation  of  peristalsis  fatal  intes- 
tinal hemorrhages  tnay  l)e  produced.  In  the  treatment  of  such  hlecding  little 
or  nothing  is  gained  with  styptics  such  as  ergot  and  scsquieldorid  of  iron;  ice 
externally  or  internally  serves  the  purpose  best. 

HEMOPHILIA   (BLEEDER'S   DISEASE) 

By  the  terra  hemophilia  we  mean  a  peculiar  hcreditar}^  anomaly  of  con- 
stitution, characterized  on  the  one  hand  by  traumatic  hemorrhages  of  extraordi- 
nary stulibornness,  and  on  the  other  hand  by  a  conspicuous  tendency  to  spon- 
taneous ami  repeatedly  rwurring  hemorrhages,  ff»r  which,  up  to  the  present 
time,  no  plausible  anatomical  substratuiu  bas  betm  determined.  Comhined 
with  this  is  a  marked  predisposition  to  **  rheumatic  "  alTections  which  is  mani- 
fested by  painful  arthritic  swellings.  Tn  the  recognition  of  the  disease,  the 
congenital  and  here<litary  factors  must  lie  considereil  as  well  as  the  habitual 
tendency  to  blccdiug,  and  in  the  present  conception  of  the  disease  these  two 
p<3culiarities  dominate  the  clinical  picture.    They  form  a  basis,  too,  for  the  dif- 
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fcrGntiatioTi  of  hemophilia  from  rehittd  clinical  pictures  which  are  in  eluded  in 
the  conception  of  the  hemorrhagic  diathesis,  i.  e.,  from  scurvy  and  niorhns 
nuic'ulosns  Werlliofii.  The  fornuT  difrers  from  hemophilia  dwidedly  hv  the 
fuet  that  it  h  rarely  sporadic,  hut  usually  endemic  or  epidemic.  Still  more 
characteristic,  however,  is  it>?  dependence  upon  external  conditions;  it  h  the 
expression  of  severe  disturhance  of  nutrition  produced  hv  oliseure  diseases  or 
by  long"-continued  insutTicient  and  imprnppr  nourish nient.  Morbus  maeulosus 
Werlliofii  di tiers  from  hemophilia  particularly  in  flnit  it  unqucstionahly  belong 
to  the  acquired  diseases^  in  which  the  factor  of  hercflity  plays  no  part.  This 
affection  is  never  congenital  as  is  the  ease  with  hemophilia,  and  this  dilTerenUal 
peeuliarity  also  applies  to  scurvy.  Unlike  the  scurvy  patient,  the  bltn^der  is  fre- 
fpiently  well  nourished  and  strongs,  and  exeept  for  his  tendency  to  spontaneous 
hemorrhages  he  mitjht  almost  he  considenMl  h(*;ilthy. 

In  comparing  hemophilia  with  related  dist^ases  in  the  group  of  Ihe  heunir- 
rhagic  diatheses,  one  pecnliarity  of  hemophilia  stands  out  prominently.  In 
contrast  with  what  is  found  in  the  diseases  previously  named,  it  is  not  a 
pathologic  proeess  Init  a  permdiirni  rondiiion  which  manifests  itself  sometimes 
after  recognizable  causes  (traumatic  hemorrhages),  at  other  time^  following 
unknown  ones  (spontaneous  hemorrhages).  For  this  reason  hemophilia  has 
been  designnted  as  a  '*vitium  prinuB  formationis,** 

Hemophilia  is  probably  in  all  eases  a  couffenilaJy  and  also  a  hen'diffjrtf  ron- 
dition.  The  intensely  hereditary  character  of  this  pathologic  condition  has 
been  from  the  earliest  times  a  source  of  great  interest.  Grandidier  calls  it 
**  the  most  hereditary  of  all  hereditary  diseases/'  Only  very  exceptionally  is 
a  single  case  of  hemopliilia  observcn]  in  a  family.  The  most  striking  point  is 
the  fre«|ucncy  of  the  cases  in  one  and  the  same  family.  From  a  study  of  the 
total  number  of  known  hemophilia  cases  and  their  distribution  in  individual 
families,  it  may  be  noted  that  in  every  family  of  ldee<]ers  there  are  at  least 
three  bleeders.  Sometimes  the  transmission  is  imme^liate  from  the  parents; 
to  the  child.  Much  more  fri:spiently,  however^  the  transmission  of  the  disease 
follows  a  peculiar  law  of  heredity,  jweuliar  lK?eause  it  reveals  a  remarkable 
sex  ditferenee  in  the  frequency  with  which  hemophilia  is  acquired  and  trans- 
mitted. Females  show  a  greater  tendency  to  trari.^mii  the  disease;  while, 
in  contrast  to  this,  in  the  male  sex  a  predisposition  to  arfjuire  the  disease  is 
prominent.  The  hitter  predisposition  is  evident  from  the  fact  tliat  the  major- 
ity of  bleeders  are  of  the  male  sex.  The  tendency  of  the  female  to  transmit 
hemophilia  is  characterized  by  anoihcr  peculiarity,  A  woman  from  a  blwjHler 
family  may  transmit  hemopliiba  to  her  otfspring  without  bers^df  l>eing  henu^- 
phi  Me,  the  disease  skipping  a  generation.  Tins  order  of  transmission  is  indee«i 
the  rule.  Formerly,  when  fewer  reports  of  eases  were  at  hand,  it  was  lielieved 
that  only  males  were  affected  by  the  disease,  females  being  exempt,  and  that 
it  was  women  exclusively  who  transmittcni  the  disease.  On  this  assumption 
first  the  laity  and  sul»setpiently  also  scientists  designated  the  women  in  fjimilies 
of  bleeders  as  **  eondQctors.''  Close  investigation  and  increasing  experience 
have,  however,  taught  us  that  females  als^^  may  be  attaeke<l  by  hemophilia, 
although  far  less  fre^juently  tban  males.  For  every  thirtei^n  males  there  i^ 
one  female  blceiler.     The  view  that  women  cxelusivelv  transmit  the  disease 
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can  no  longer  be  strietly  mainlainctl  on  aeroiint  of  many  exreptions  to  this 
rule,  CTramliditT  has  dcseribed  Hio  prctlisposition,  (ransniissiliility,  and  the 
here<litary  ^t^uenee  in  lieTnopliiliji  in  the  following  paragraphs: 

L  Mi'n  from  famiUrs  of  blrctivrs  who  arc  hfrrdrrs  ihf'msplvf's,  whose 
wives  are  not  descended  from  bleeder  families,  hij  no  means  nlwnijs  beget 
hemophilic  children:  on  the  contrary^  in  thess  cases  the  dtihlrfn  arc  freriupnihj 
healthy  with  no  tendency  to  the  disease.  Vice  versa^  however ^  it  appears  that 
hemophilic  quite  invariahly  appears  among  the  children  of  women  who  are 
bleeders. 

2.  Men  descended  from  bleeder  families  without  being  bleeders  themselves^ 
and  whose  wires  are  from  normal  ffimilies,  rarcli/  beget  hemophilic  chihlren; 
on  t h e  0 i h er  h a n d,  wo m e n  h e lo n g in g  to  hi ee de r  fa m i i ies  w ho  ar e  n o t  the m. se hes 
bleeders,  give  birth  almost  invariatily  to  children  who  suffer  conspicuously  from 
hemophilia. 

On  account  of  the  gravity  of  hemophilia,  its  continuity  in  families,  and 
the  fatal  outcome  which  is  usually  due  to  severe  heinoTrhage,  also  because  of 
popular  interest  and  the  mysterious  character  of  the  atfeetion,  it  is  natural 
that  records  regarding  bleeder  families  extend  far  back  into  the  past. 

Grand  idler,  in  his  well-known  monograph »  cites  200  bleeder  families  with 
60f>  nialu  and  -IH  fcnude  bleeders  (=13  in  1).  In  the  Ijleeder  family  de- 
scribed by  Stabel  there  w^ere  24  males,  all  Ijleeders,  in  four  geoenitions.  Al- 
though females  arc  much  more  rarely  attacked  by  the  disease  than  mak\s,  yet 
transmission  most  certainly  occurs  through  the  female  memijers  of  the  family. 
In  Bellingers  collection  of  cases  it  appears  to  be  the  rule,  as  in  color-blindness 
(Daltonism),  that  the  i?om  of  women  wdiosc  fathers  were  blet^ders  are  most 
liable  to  hemophilia. 

Otto  and  Kasse  have  published  reports  regarding  the  first  recorded  Itleeder 
families.  Among  those  that  have  liecome  especially  well  known  are  the  fam- 
ilies at  Tenna  in  Uraubundten,  the  American  family,  Applcton-Browe,  and  the 
Mampel  family  at  Kirehheini  near  UeidelbcTg,  whose  genealogical  tree  was 
first  described  by  Chelins  in  the  year  1827^  then  by  Mutzenbecher  in  1841, 
and  lately  by  T^^ssen  (Fig.  22),  Tliis  ancestral  tra>  shows  that  the  tendency 
to  bleed  is  transmitted  exclusively  through  the  female  nu^mbers  of  the  family 
who  themselves  without  exception  romaiued  unaffected,  a  pecnliarity  which 
we  shall  later  discuss  in  another  atfeetion,  hereditary  Daltonism,  Vice  versa, 
froni  nmrriages  between  male  bleeders  and  female  non-blectlers  healthy  chil- 
dren are  born. 

Wort  by  of  note  also  is  the  proportion  lietween  hoys  and  girls  in  the  vari- 
ous generations:  In  the  first  generation  from  the  common  ancestors,  there 
are  f(nir  Ims  and  two  girls;  three  of  these  Itoys  (or  75  per  cent.)  are  blecHlers, 
but  none  of  the  girls.  In  the  second  generation  there  are  14  boys  anti  f»  girls; 
of  the  former  \li  (nr  l>3  per  cent.)  are  bleeders,  of  the  latter,  none.  Finally, 
in  the  third  generation,  among  at  least  50  children,  there  is  only  one  bleeder, 
a  male  who  was  tlie  offspring  of  a  non-bleeder  mother  belonging  to  the  same 
ai^cending  line.  There  is,  therefore,  a  conspicuous  diminution  of  the  disease 
in  the  third  generation^  and  tliis  m  probably  due  to  intermarriage  with  healthy 
families. 
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Another  tree  of  a  well-marked  bleeder  family  was  described  by  M.  Fischer 
in  1889  in  his  dissertation  on  this  disease.  This  family,  comprising  more 
than  four  generations,  lived  in  a  village  in  Wiirttemberg,  and  though  otherwise 
not  of  distinction  was  characterized  by  a  few  remarkable  facts.  Thus  the 
apparent  male  ancestor  who  was  a  bleeder  (he  married  twice,  one  wife  evi- 
dently not  being  hemophilic,  there  being  bleeders  among  the  children  of  both 
marriages)  himself  directly  transmitted  the  predisposition,  whereas  this  is 
ordinarily  the  case  only  with  the  female  members  of  the  family.  Further- 
more, among  the  female  ^^  conductors,"  there  were  two  who  were  themselves 
bleeders,  which  is  contrary  to  the  rule.  On  the  whole,  among  114  members  of 
the  family  there  were  17  bleeders,  13  males  and  4  females,  the  implication  of 
the  female  sex  being  excessively  high.  The  length  of  life  of  these  bleeders 
was  from  nine  months  up  to  sixty-two  years.  In  most  members  of  the  fam- 
ily, especially  among  the  bleeders,  there  was  another  pathologic  predisposition, 
namely,  to  rheumatic  affections,  headache,  congestions,  and  affections  of  the 
teeth. 

Only  continuous  and  prolonged  study  of  the  genealogical  history  of  a 
bleeder  family  will  reveal  whether  the  disease  is  likely  to  assert  itself  for  a 
longer  time,  or  whether  the  tendency  is  so  diminished  in  the  mothers  of  the 
third  generation  that  it  will  no  longer  betray  itself. 


Fio.  22. — Oenealooical  Tree  of  the  Bleeder  Family  Mampel.     (After  Loasen.) 

BlecHlers  are  shaded. 
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The  fact  that  henif>phi1ia  ma}'  he  dirertly  transmit  ted  also  hv  the  male 
deseeiulants  forms  an  exception  to  t!ie  rule  that  women,  even  liealthy  women^ 
transmit  the  disease,  that  is,  act  as  eonduetors.  In  a  family  in  Bremen  the 
atteelion  was?  transnntted  by  the  father  to  the  male  memlx'rs  throngh  three 
generations.  Also  in  the  bleeder  family  from  Wald  in  the  Canton  Zurieh 
sneh  a  tendency  is  notcfl,  while  on  the  other  hand,  the  transnjission  from  the 
healtliy  mother  oeciirs  in  the  sons.  In  this  ease,  in  the  first  generation  that 
showed  hkH:»ders,  among  10  persons  there  were  7  bleeders.  In  the  fallowing 
generatinn,  among  28  members  there  were  10  bleeders.  In  the  third  genera- 
tion, there  wn&  a  noteworthy  decrease  in  that  this  showed  only  1  bleeder  and 


Fio.  23, — GEXEALooirAL  Tree  of  a  Blkei>er  FAMrLT.     (After  H.  GoehtJ 
Bleeders  are  i^hadett, 

12  non-bleeders.  That  from  a  hemophilic  mother  bleetlers  as  well  a^  non- 
bleeders  may  l>e  horn  is  demonstrated  hy  the  follow^ing  ancestral  tree  which  is 
taken  from  a  communication  of  11.  Gocht  {Arch,  f.  kfin.  Chir.,  Bd.  59) 
{Fig.  23), 

The  disease  proved  itself  most  stubborn  in  a  family  in  the  little  village 
of  Tenna  io  tJrauhiindten,  consisting  of  about  170  persons,  whose  family  tree 
was  first  described  hy  Grandidier  and  Vieli,  and  then  carefully  revised  hy 
Hosli  who  eliminated  many  incorrect  statements  of  the  first  communication. 
Here  the  hereditary  transmission  could  be  followed  through  six  or  seven  gen- 
erations. However,  hlewlcrs  twice  married  into  the  family,  which  may  explain 
the  long  persistence  of  the  pathologic  predisposition.  Several  times  the  dis- 
ease skipped  two  generations  in  this  family*  then  reappeared  in  the  third.  In 
the  direct  descendancy  still  longer  pauses  occurred;  but  probably  only  the 
severest  eases  have  been  recorded. 

The  disturbances  to  whicli  we  may  ascribe  hemophilia  may  Ik?  designated 
as  *'  parahhiJ^tit\-'  if  we  with  His  ascribe  the  development  of  the  connective 
tissue  and  of  the  blood  and  l)niph  apparatus  to  the  yiaralilasts  in  opposition 
to  the  arehiblasts,  this  latter  designation  being  reserved  for  the  epithelial 
tissues  that  compose  the  wtmlerm  and  the  entcxlerm. 

Although  the  development  of  the  parablast^  may  still  be  questionable, 
26 
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and  it  may  not  be  as  yet  quite  certaia,  as  His  assumes,  that  this  is  an  exclu- 
sively maternal  formation,  stiU  pathology  furnishes  a  number  of  remarkable 
facts  em]>hasize(l  by  Klebs,  which  assigu  to  t!ie  criuneetive  tissue  gerra  ("  para- 
htasts'')  a  ddioite  position  in  the  structure  and  economy  of  the  body.  As  to 
the  controversy  in  regard  to  the  origin  of  the  parabhists  and  their  comparison 
with  the  archiblastic  tissue,  no  matter  how  it  may  he  decided,  Hrs  has  proven 
the  entrance  of  the  parabhisiic  endothelia  into  the  cavities  of  the  heart  and 
the  vessels  (a  view  which  has  been  given  new  support  by  Kolliker  and  by  O. 
Hertwig)  and  this  indicates  a  great  advance  in  patliology.  If  this  spiHual 
position  of  the  parablast^  is  recognized,  quite  new  view-points  are  presented 
for  the  prcMluction  of  pathologic  predispositions  during  fetal  development,  to 
which  Klehs  particulnrly  refers.  For  it  nuiy  Ik^  proven  that  in  a  varying 
development  of  the  connective  tissue  extraordinarily  important  congenital  and 
pathological  jirocesses  are  combined,  and  tiiat  these  arc  processes  in  which  the 
transmission  of  both  sexes  plays  throughout  a  very  different  role,  the  female 
element  rej>resenting  the  carrier  of  the  disturbance,  without  in  all  cast^  par- 
ticipating in  the  disturbance  itself,  while  the  male  element  is  the  passive  partj 
We  might  be  inclined  from  this  general  fact  to  ascribe  to  the  parablasts  at 
least  a  predominant  feminine  nature,  as  might  easily  be  possible  if  they  actually 
arose  from  leukocytes  that  had  wandered  in.  As  this,  however,  has  not  yet 
Ijcen  proven  we  must  content  ourselves  with  looking  upon  the  parablast  as  ai 
structure  upon  which  the  male  pronucleus  (sperm  cell)  in  the  main  has  a< 
slight  influence,  much  less  than  the  female  pronucleus. 

We  incline  to  tliis  view  for  the  reason  that  individual  parts,  particularly  the 
bony  tissue,  by  reproducing  paternal  forms  from  the  parablastie  tissues,  as  is 
very  frequently  seen,  may  be  recognized  as  under  the  inHuence  of  the  malei 
pronucleus.  Nevertheless,  we  may  assume  that  in  certain  cases  this  influence 
is  much  less  operative  in  females  than  in  males,  and  thus  the  non-appearance 
of  tlie  disease  in  the  female  members  of  a  hereditarily  alfected  family  may  find 
an  explanation. 

The  same  peculiarity  of  the  transmission  of  properties  through  the  mother, 
who  herself  may  show  no  traces  of  them,  is  observed  {as  may  be  mentioned  here 
in  passing)  also  in  other  disturbances  which  cannot  be  traced  exclusively  to 
the  parablasts,  such  as  hereditaria  Daltonu'^m.  In  this,  as  in  bleeder  families, 
the  law  of  transmission  to  the  male  descendants  is  seen,  as  was  mentioned  by 
Ril}ot  and  Darwin.  Horner  reports  two  very  conclusive  ancestral  trees,  the 
correctness  of  which  is  due  to  his  personal  knowledge  of  the  members  of  the 
family.    The  antestral  tree  is  here  given  for  comparison  (Fig.  24). 

This  alTeetion  occurs  exclusively  in  the  male  descendants,  and  is  trans*! 
mitted  hy  the  female  who  remains  free.  The  single  exception  of  a  transmis- 
sion from  father  to  son,  which  occurred  in  the  fifth  generation,  is  only  an 
apparent  one,  for  the  mother  belonged  to  a  collateral  line  affectctl  with  the 
game  defect.  It  is  noteworthy  that  from  this  marriage  a  great  nuiniier  of 
grandcbihJren  who  were  color-blind  were  begotten,  the  mothers  of  all,  corre^ 
gponding  to  the  law,  remaining  unaffected,  although  in  this  case  the  hereditary 
transmission  appears  to  have  attained  an  unusual  development. 

The  same  law  of  heredity  as  in  hemophilia  and  in  color-blindness  is  alaoi 


L 


HEMOPHILIA 


419 


operative  in  another  remarkable  affection — night-bUndnem  (liemeralnpia). 
Altliough  tliis  disease,  strictly  considered,  is  not  wilhin  the  realm  of  our 
theme,  nevertheless  it  is  so  interesting  that  this  sligtit  digression  is  perrais- 
sihle.  Our  knowledge  regarding  the  etiohigy  of  night-blindness,  in  so  far  as 
heredity  is  cfineerned,  is  limited  to  the  following  points:  First,  that  heineral- 
opia,  if  it  is  hereditary,  nttacks  more  men  than  women,  and  that  the  disease i 
is  fre<inently  met  with  when  tlie  parents  are  blood  relatives;  further,  that  the 
disease  has  been  observed  in  several  children  of  the  same  family,  and  has  been 
followed  through  several  generations,  from  four  to  six.  In  literature  we  find 
that  where  the  disease  has  appeared  in  successive  generations  partly  sons  and 
partly  daughters  were  attacked  (Sedan,  Eecueil  d'ophthalm.,  1885:  Two  fam- 
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dies:  in  the  first  there  are  only  12  members,  5  females  and  7  males,  that 
were  atfectedj  and  in  the  second  family,  of  9  that  were  affected,  5  females 
and  4  males.  Savenzy  (Irish  Hospital  Gazette,  1873)  reports  a  family  of  5 
brothers  and  5  sisters,  of  whom  2  brothers  and  3  sisters  bad  night-hlindness)  ; 
or  the  disease  may  attack  only  -the  sons  in  a  generation^  and  in  such  cases  we 
orca,'^ifni(iIhj  find  the  type  of  heredity  which  is  characteristic  of  hemophilia  and 
of  Daltonism. 

We  owe  to  E.  Ammann,  eye  specialist  in  Winterthnr,  the  knowledge  of  the 
fact  that  night-blindness  is  transnrdted  according  to  the  same  laws  as  hemo- 
philia and  Daltonism.  Ammann  re]>orts  the  family  tree  of  a  bemeralopic  fam- 
ily from  which  the  law  of  heredity  may  be  determined  with  absolute  certainty 
(Fig.  25).  At  the  same  time  the  observation  that  night-blindness  and  myopia 
are  often  combined  receives  an  im|>ortant  confirmation  from  the  fact  that 
he  determinwl  the  constant  occurrenee  of  both  these  affections  in  this  family. 

It  was  deTnonstrated  that  in  the  latter  family  only  the  hemerolopes  were 
nearsighted  (Ammann  found  nine  dioptrics),  while  the  members  who  were 


Fio.  25. — Gkneaixkjical  Tree  of  a  HEMEn\i.opic  Family. 
Ilcineralops  are  Hhad(>d. 
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not  attacked  by  oiglit-ljlindness  showed  almost  normal  refraction.  If  we  eoti- 
sider  the  geuealf^gy  of  this  funulj,  whicli  is  shown  undur  Fig.  25,  it  is  notcnl 
first  that  the  ancestor  of  the  family,  ^Vndreas  St.,  born  in  1750,  was  healthy. 
Whether  he  was  the  son,  or  \m  wife  the  daughter  or  lister,  of  a  fK^rson  wdio 
had  night-blindness,  cannot  now  be  ascertained.  II is  three  i^on^  wore  a!l 
ni^dd-filind,  but  did  not  marry.  His  daughter,  Mrs,  Lehnmnn-Steiner,  unfor- 
tunately became  the  ancestress  for  the  further  transniissinu  of  the  disease. 
She  transmilted  the  affection  to  her  two  sons;  of  her  two  dauf:hters,  one 
(Mrs.  Vogel-Tx^hmann)  transmitted  the  disease  to  two  of  her  four  sons. 
Therefore,  not  all  of  the  sons  are  night-blind,  as  in  the  second  and  third  gen- 
erations, hut  only  one-half  of  them  ;  of  the  four  married  daughters  only  two 
beearne  conductors  for  the  following  generation^  and  of  these  two  only  one 
transniiHed  the  disease  to  her  two  sons,  while  the  other  (^frs.  Froy)  hail  three 
sons  of  whom  one  only  showed  the  disease.  The  four  daughters  of  Mrs.  Frcy 
have  very  large  families,  but  the  sixth  generation  of  this  line  remains  com- 
pletely exempt  from  the  disease. 

Therefore  a  d<Tjded  diminution  of  the  disease  is  here  apparent,  as  had  been 
previously  observed  l)y  Cunier  in  the  year  1838.  The  condition  is  different  in 
the  families  where  the  disease  is  transmitted  from  the  male  side,  i.  e.,  from  the 
affected  father  through  the  daughter  to  the  grandchild  :  -Walter  Reifcr,  the 
grandchild  of  Adolf  Yogcl,  is  a  descendant  of  the  sixth  member,  and  inherits 
the  disease  to  so  high  a  degree  that  he  can  scarcely  go  alwut  alone  at  night. 
In  the  fifth  generation  also  fhere  is  a  grandchild  alTected  by  night-blindness, 
in  w^hoso  line  the  affection  perhaps  may  he  propagated;  therefore  the  disease 
may  not  rapidly  die  out  in  this  family,  but  it  is  certainly  on  the  decline.  It 
w^ould  be  inferesting  to  know  the  further  fate  of  the  family;  whttlier  a  mem- 
t>er  of  the  family  with  night-blindness  in  a  manifest  or  latent  form  may,  for 
some  unknown  reason,  become  the  progenitor  of  a  race  that  will  show  a  decided 
tendency,  or  whether  tlie  disrnise  will  gradually  disappear.  The  ^]uestion  also 
interests  us  whether  t!ie  aflection  may  arise  spontaneously  without  any  hcred* 
itary  predisposition,  and  nuiy  then  be  only  accidentally  transmitted  in  this  or 
that  way,  or  whether  such  sporadic  eases  as  are  actually  observed  depend 
upon  a  poorly  maintained  family  tradition,  or  upon  insufBcient  oliseryation 
of  the  individual  members  of  the  family.  To  decide  this,  further  accurate 
professional  observations  will  be  necessary. 

The  heredihrff  form  of  hemophilia  is  unf]uestionahly  and  by  far  the  most 
frequent,  hut  a  so-called  congenital  form  of  the  disease  also  appears  to  exist. 
We  understand  liy  this  that  from  the  marriage  of  healthy  pf^rsons  originating 
from  healthy  families  children  are  bom  who  are  t>l(K'ders,  and  from  these  latter 
the  dit^ease  may  he  ftirther  transmitted. 

The  importance  of  marriage  between  hhod  rplaiion-^  in  favoring  tlu'  devel- 
opment of  hemophilia  has  been  emphasized,  as  well  of  psychical  influences 
(such  as  fright,  anger)  during  pregnancy.  TTp  to  this  time  there  is  no  sei- 
eotifically  founded  theory  in  support  of  these  views. 

Spontaneously,  and  without  heredity,  the  disease  certainly  occurs  only  in 
a  very  small  nund>er  of  casps,  and  in  these  the  twenty-second  year  of  life  is 
looked  upon  as  the  absolute  limit  of  time  up  to  which  persons  previously 
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healthy  may  develop  symptoms  of  hemophilia.  These  conditions,  which  in 
themselves  cannot  be  accoimted  for,  are  increased  in  importance  by  the  fact 
that  spontaneous  cases  of  "  hemophilia  "  which  develop  in  later  life  occur  only 
as  quite  localized  hemorrhages  limited  to  an  individual  organ. 

Regarding  the  geographic  distribution  of  the  disease  it  appears  that  Ger- 
many furnishes  the  main  contingent  of  cases;  yet  other  countries  are  not 
entirely  exempt  from  the  disease.  The  following  table,  compiled  by  Gran- 
didier,  gives  the  following  figures : 


COUNTRISS. 

Blee<ler 
Families. 

Individual 
Bleeders. 

Bleeders. 
Males.          Females. 

Germany 

93 

46 

20 

15 

7 

5 

3 

2 

1 

1 

1 

258 

141 

80 

61 

11 

48 

9 

9 

4 

3 

6 

236 

134 

75 

60 

7 

48 

6 

7 

4 

2 

5 

22 

England 

7 

Prance 

5 

North  America 

1 

Russia 

4 

SwitT^rland 

Sweden-Norwa? 

8 

Holland '. 

2 

Belgiu  rn 

Denmark 

1 

East  India 

1 

Total 

194 

630 

584 
=92.6^ 

46 

=  7.4^ 

The  actual  causes  of  hemophilia  are  entirely  unknown  to  us;  even^where 
we  meet  with  hypotheses.  If  the  disease,  as  is  assumed,  be  a  parablastic 
disturbance  this  may  take  place  in  the  course  of  fetal  development  in  two 
ways;  either  in  a  greater  or  less  development  of  the  connective  tissue  germ 
or  because  individual  portions  of  this  structure  suffer  particularly.  Of  special 
importance  is  the  fact  that  it  is  the  maternal  element  which  transmits  the 
disease  without  being  itself  necessarily  involved,  this  property  being  an  inherent 
function  of  the  maternal  l)o<ly,  and  much  more  marked  in  the  feminine 
descent  than  in  tlie  masculine.  This  faculty  can  exist  only  in  the  parablastic 
tissue,  and  especially  in  tlie  vascular  system  wliich  arises  from  it.  Con.se- 
quently  it  is  verj-  likely  that  the  parablast,  of  all  the  tissues  of  the  organism, 
is  most  influenced  by  the  motlier,  being  less  subject  to  paternal  impressions 
than  any  of  the  other  constituents. 

There  are  two  factors  which  stand  out  prominently  in  the  investigation  of 
the  causes  of  the  disease:  ihr  sirucinre  of  the  va.scular  tiysirm  and  the  com- 
position of  the  blood  itself.  As  hemophilia  is  not  to  be  considercHl  a  temporary 
but  a  i)criiianent  pat]iolo<rie  eonditicm  wliieh  is  eon<renital  and  hereditary,  we 
are  eonipclled  io  assume  a  disturbance  in  '*  tlie  first  formation,"  which  affects 
a  portion  of  the  connective  tissue*  germ.  Xeverthrless,  hypotheses  of  this 
nature  are  not  at  present  capable  of  verification  by  sei(Miiifi(»  investigation; 
therefore,  in  re<ranl  to  the  actual  condition,  we  have  \uvu  eompellcHl  to  n»ly 
upon  th<*  scant  anatomical  finding's  wliicb  have  now  and  then  Ikm^u  reporteil, 
but  which.  (•(►nsidcKMl  collectively,  have  not  soIvimI  the  puzzling  nature  of  the 
disease  in  (jucstion. 
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The  abnormal  composition  of  the  vascular  system  is  said  to  consist  in  the 
greater  tendency  of  the  vascular  walls  to  rupture,  and  this  has  heen  thought 
to  be  due  to  a  peculiar  thinness  an<]  narrr^wncss  of  the  arteries,  as  well  as  to 
their  very  snperlieia!  situation.  Even  were  this  condition  more  common  than 
is  actually  the  case,  these  vascular  alterations  would  not  sufficiently  explain 
the  spontaneous  hemorrhages,  for  we  find  similar  changes  in  the  narrowed 
aorta  of  chlorosis  but  no  hemorrhages.  In  discussing  the  pathological  anatomy 
we  shall  revert  to  this;  at  |>resent  it  nc^nl  only  tje  stated  that  some  investigators 
such  as  Hooper,  Liston,  Fischer  and  others  found  the  walls  of  the  arteries 
in  hemophilia  \ery  thin  and  showing  fatty  degeneration.  Virehow  laid 
special  stress  upon  the  fact  that  in  a  bleeder,  aged  twenty-four,  the  aorta  was 
not  only  very  thin  and  elastic  but  also  very  narrow,  almost  of  infantile  dimen- 
sions, while  the  ca}Hllary  vessels  showed  no  change.  Elastic  arteries  which 
are  too  narrow  projjel  the  lAtHn]  into  the  capillaries  with  too  great  force,  and 
this  circumstance  favors  the  heinorrhagic  diathesis,  or  at  least  the  continuance 
of  the  bleeding.  This  narrowing  of  the  arteries  cannot  he  ascribed  to  any  I 
special  disease  of  the  walls  of  the  vessel,  hut  to  a  disturbance  of  development, 
analogous  to  the  condition  in  chlorosis;  this  is  consistent  with  another  special 
characteristic  of  hemophilia,  namely,  the  marked  hereditary  tendency  of  the 
atfection.  Whether  the  fatty  degeneration  of  the  intima,  which  has  been  found 
in  soTTie  cases  but  by  no  means  in  all,  is  not  ratlier  the  resnlt  of  the  post- 
hemf>rrhagic  anemia  than  the  cause  of  hemo])hilia  is  also  f|uestinnatile.  At 
the  autopsy  of  some  cases  of  hemophilia,  hvfX'r trophy  of  tlie  left  ventricle 
with  extreme  thinness  of  the  right  has  heen  found,  and  this  eircnmstanee  has 
iK'cn  suggested  as  an  explanation  of  the  hentorrliages.  If  the  l>lrtod  be  pro- 
peUeil  with  great  force  thrmigh  the  narrow,  thin-walled  arteries,  the  increased 
pressure  of  the  hypertrophit^l  left  ventricle  may  cause  a  ruptnre.  Apart  from 
the  comparative  rarity  of  h\^H^rtrophy  of  the  left  ventricle,  it  must  he  remem- 
bered that  a  great  number  of  the  hemorrhages  are  of  a  diapedetie  nature,  and 
cannot  he  referred  to  nij>ture  of  the  vessels  alone;  besides,  we  note  the  same 
symptom-complex  in  congenital  narrowing  of  the  aorta  without  the  sequence 
of  extensive  hemorrhages  such  aj*  frequently  recur  in  bemopliilia  1 

The  fallacy  of  these  mechanical  explanations  became  more  evident  as  opin- 
ions multiplied  that  an  insuffiiicnl  t'oagttlahiHtjf  of  iJw  blood  was  the  cause. 
The  latter  conclusion  concerning  the  Idood  was  the  result  of  experience  that 
in  hemophilia  all  hemorrhages,  even  with  the  most  insignificant  beginning, 
are  difficult  to  control.  The  blood  does  coagulate,  however,  as  may  be  seen 
from  the  surface  of  woimds ;  spontaneously  it  forms  coagiilatcd  masses  from 
beneath  which  new^  quantities  of  blood  exude,  and  these  also  sonn  coagulate, 
and  thus  enlarge  the  bloo^l  clot.  (^Iradually  the  oozing  of  blood  ceases,  and 
the  hemorrhage  is  arrested.  Sometimes,  however,  in  more  severe  hemorrhages, 
there  is  complete  cessation  of  the  prod  net  iou  of  the  fibrin  ferment,  the  blood 
gradmitly  loses  its  power  of  coagulation,  the  hemorrhages  progressively  drain 
tlie  tissues,  and  death  results  from  excessive  loss  of  l>lood.  Any  form  of 
hemorrhage  may  be  fatal,  but  this  is  most  frequ^^nt  in  epistaxis;  next,  after 
extraction  of  teeth;  and,  wcasionally,  in  intestinal  hemorrhages,  etc. 

Microscopic  and  chemical  examination  of  the  blood  has  shown   normal 
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cooditions  in  by  fiir  the  great  majority  of  cases,  so  that  the  expectation  of! 
finding  there  the  actual  cause  of  the  disease  has  not  been  realizeiL     Neither ' 
is  it  possible  to  determine  any  deviation  from  the  normal  in  the  amount  of 
Baits  in  tlie  blood,  in  the  quantity  of  fibrin  prodncers,  in  the  corpuscular 
constituents  of  the  same,  in  the  numerical  relation  of  the  blood-corpuscles  to 
one  another,  or  in  the  amount  of  henioghjlim.     The  anticipation  of  finding 
the  amount  of  fibrin  decreased  is  also  unconiirmed;  lleyhmd  found  5  to  1,000, 
Gavoy-Ritter  2.6  to  1,000,  and  Otte  4.3  to  1,000,     In  the  nomerons  contro-J 
versies  regarding  hemophilia  the  coagyIal)ility  of  the  blood  continues  to  be 
the  main  and  interesting  question,  and  lias  played  a  great  role.     While  some 
authors,  such  as  Grandidier,  Ijossen  and  others,  found  diminished  coagulabil- 
ity of  the  blood,  according  to  other  authors  this  occurs  only  in  the  later  stages 
after   severe   hemorrhages    (Ilotfnuinn,   "Text-Book   of    Constitutional    Dis- 
eases'*).    Grawitz  does  not  consider  these  findings  contradictory,  for,  under 
ordinary  circumstances,  after  ]>rolong<?<l  hemorrhage,  an  increase  of  coagula- 
bility occurs,  and  the  blood  which  exude ji  last  in  hemorrhage  frequently  eoagu-| 
lates  immediately.     Therefore,  the  slowing  of  coagulation  in  the  later  stages 
proves  ctuicUisively  the  diminution  in  the  power  of  coagulation. 

These  theories  of  jbe  coagulation  of  the  blood  have  been  recenHy  confirmed  j 
by  Alex.  Scbniidt,  and  applied  by  him  to  explain  the  conditions  existing  in 
hemojjhilia.  According  to  his  observations,  the  blood  of  a  patient  coagulated 
four  and  a  half  minutes  after  exuding,  and  in  consideration  of  the  auionnt 
of  lihiod  previously  lost  he  pronounces  tlie  tioui  prcee<Jing  coagulation  as  an 
abnormally  long  one.  In  his  patient  the  action  of  a  '*  Kymoplastic  subshince," 
produced  by  him,  was  first  tested  for  its  power  in  increasing  coagulation;  it 
was  placed  in  a  test-tube  with  the  blood  of  a  hemojjhilic,  and  coagulation 
occurred  after  ten  secomls,  whereas  previously  the  time  was  four  and  a  lialfi 
minutes.  Jjocally  applied  to  bleeding  gums,  as  soon  as  e*>n traction  of  the 
vessels  and  a  moruentary  cessation  of  bleeding  had  been  brought  about  by  an 
injection  of  cocain,  the  "  '^yruo-plasnia  ^'  also  proved  an  excellent  styptic,  and 
therefore  holds  out  the  |H)ssibility  of  a  substance  which  may  he  used  to 
inc  r ea  se  coa  g  u  1  a  t  i  o  n . 

The  deterioration  of  the  blofjd  in  functionating  erythrocytes,  as  an  ex- 
planation of  the  hemorrhages,  w^hich  Cobnheim  assumed,  is  absolutely  un- 
proven  ;  I  have  repeatc^lly  taken  specimens  of  the  blnnd  of  hemophilics  which 
had  In-en  stained  according  to  various  nictliods,  and  have  shown  them  to 
blood  experts  who  cfnM  thtect  nothing  abnormal  in  them.  Blood  counts  have 
repeatedly  shown  normal  wndilions,  as  well  in  regard  to  the  erytlirocytes  as 
to  the  leukfX'ytes.  The  blood '[ihitpu^s  are  said  to  l>e  increased  in  amo^int. 
My  own  experience  of  bemo]>bilia,  which  in  all  amounts  to  fitur  cases,  luis 
b«L*en  gained  by  the  same  methods  of  blood  investigation  wdiich  we  employ 
in  all  other  blood  diseases.  In  tw^o  eases  in  which  there  was  no  markcnl  anemia* 
no  definite  changes  were  fovmd.  In  both  of  the  other  cases,  in  which  repeatal 
hemorrhages  caused  severe  anemia,  the  jiatients  IxMUg  respectively  eight  and 
sixteen  years  of  age,  I  found  the  same  changes  as  in  cases  of  aneiuia  after 
acute  and  profuse  losses  of  blood;  namely,  conspicuously  pale  color  of  the 
er)ihroeytes,  absence  of  well-developc*d  rouleaux  formation,  decrease  of  heme- 
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globin  (30  to  35  per  cent.,  according  to  Sahli),  macrocytep,  poikilocytes, 
microcytes,  increase  of  blood-plaques;  no  k^nkocytosis.  These  conditions  im- 
proved under  suitable  treatment  (good  nutrition^  fresh  air,  processes  for 
hardening  the  body,  avoidance  of  everything  detrimental  to  health).  I  should 
like  to  mentinn  here  that  frequent  inhalations  of  oxy^^en  did  not  nhow  the 
slightest  influence  upon  the  general  condition  or  upon  the  composition  of 
the  blood, 

U.  Colien  reports  a  very  remarkable  blood  finding  in  a  bleeder  (Zeiischr. 
f,  klirh  Mrd.y  Festschrift,  181)0)  ;  The  blood  was  almost  colorless,  did  not 
coagulate  upon  beating,  and  upon  standing  left  only  isolated,  friable,  white 
coagiila  of  fibrin  of  the  size  of  a  bean;  microscopically  the  well-known  poly- 
morphia  of  the  red  blood  cells  was  found,  such  as  occurs  in  anemic  conditions, 
but  no  rouleaux  formation. 

Various  iheories  have  been  proposed  in  literature  as  to  the  origin  of  hemo- 
philia. Among  the  best  known  that  of  Immermann  is  the  most  important 
and  most  widely  circulated.  It  depends  upon  certain  views  of  Yirchow  to 
which  wv  have  already  in  part  referred,  but  to  which  we  must  now  recur. 
Imtnermanu  expounds  this  theory  in  the  following  way: 

Heiufqjhilia  is  a  fonn  of  the  hemorrhagic  diathesis  which  is  chiefly  charac- 
terized by  a  hereditary  predisposition*  and  a  habitual  manifestation;  the 
hemorrhages  which  are  readily  produced,  frequent,  severe,  stubfjorn,  and  dan- 
gerous, are  chiefly  caused  by  a  hereditary  and  habitual  dispropfirtion  heiween 
the  hluod  volume  and  the  eapmity  of  the  rasvular  apparatus,  which  results  in 
an  timwual  increaM  of  secondary  premnre  in  the  latter.  Functional  ereihism 
of  the  heart  and  uinisual  development  of  its  musf4es  may  in  some  eases  of  the 
alfectiou  lie  responsible  for  tlie  production  of  hemorrhages,  as  well  as  for  its 
abnormal  clinical  course,  and  for  the  tendency  to  lluxion  in  the  atfected  indi- 
vidual; possiiily  other  neurotic  inlhieiices  rmiy  occasionally  arise  to  increase 
periodically  the  continuously  iluxionary  diathesis, 

Oertel  expresses  himself  likinvise  reganling  the  nature  of  hemophilia.  He 
is  of  the  opinion  that  hemophilia  is  to  Ije  regarded  as  a  hydremic  plethora  of 
high  degree.  Following  the  same  train  of  thouglrt  as  Immermann  and  Oertel, 
G.  Cohen  (Zeitsrhrifl  f.  Min,  Med.,  Festschrift,  181)0)  has  foundiMl  a  general 
treatment  of  liemophilia,  the  main  object  of  wluch  is  to  combat  the  hydremic 
plethora  in'  an  energetic  eataphnresis  and  diuresis.  The  decided  improvement 
which  Cohen  brought  about — this  refers  out}*  to  a  single  case— furnishes  some 
evidence  of  the  correctness  of  this  theory. 

Cohen's  patient  was  the  ninth  of  eleven  children  and  was  born  in  1852 ; 
at  tlie  time  sht*  came  under  treatment  she  was  thirty-eight  years  old.  ller 
father  siitTered  repeate<lly  from  severe  efiistaxis;  twice  tampons  had  to  be  used. 
A  grand  child  of  her  sister  sufl'erHl  from  morhu-'i  mantlosu.^  with  etTusion  of 
blood  into  the  johits  and  renal  hemorrhages  and  died  of  this  di.'^ease  when 
twenty  years  of  age.  There  is  no  other  history  of  liemophilia  in  the  family, 
except  a  severe  hemorrhage  after  extraction  of  a  tfX)th  in  an  older  sister  of 
the  patient.    This  patient  was  a  delicate  cldorotic  girl,  with  scant  menstrua- 

1  Differently  exprt'sijed :  **  The  heredity  of  certain  pathological  properties/* 
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tion  and  without  tendency  to  hemorrliages.  A  far  more  decided  hereditarj 
taint  was  noted  in  the  nervous  st^slcm ;  the  father  was  a  person  easily  upset 
by  the  slightest  psychical  irritation,  e.  g.,  if  he  were  going  npon  a  journey, 
vomiting  and  marked  agoraphobia  would  oecur.  He  died  of  heart  disease. 
One  sister  of  the  father  sutfen  d  from  hysterical  spasms,  and  another  was 
very  "nervous."  Among  the  children,  one  daughter  cannot  walk  upon  the 
street  without  an  attendant,  and  the  patient  in  question  suffers  fram  cardiac 
palpitation  and  an  ill-defined  feeling  of  fear  unless  accompanied  by  her 
brothers  and  sisters.  In  this  patient's  twelfth  year  the  first  marked  hemor- 
rhage oecurreil  after  Ihe  extraction  of  a  tooth;  a  few  months  later  menstru- 
ation began,  at  first  quite  regnlnr  and  not  especially  profuse.  A  year  later, 
after  exertion  in  walking,  upon  the  fourth  day  of  the  ]>eriod,  the  first  prolonged 
metrorrhagia  occurred,  with  syncope,  palpitation  of  the  heart,  nervous  attacks 
of  fear  and  exeifenunit ;  the  menses  now  became  irregular,  very  profuse  and 
prolonged.  During  her  attendance  at  school  attacks  of  epistaxis  were  first 
noted,  and  tliese  were  repeatedly  followed  by  spasms.  In  the  year  1869  the 
patient  was  bedridden  almost  the  entire  summer,  using  iron  waters,  mdiey  and 
baths.  Slie  was  in  bed  most  of  the  time  in  18t0  on  account  of  frequent 
epistaxis  and  severe  uterine  hemorrbagcs;  for  the  first  time  marked  edema 
of  the  feet  was  present.  Toward  the  end  of  the  year  epislaxia  was  again 
severe.  In  1872  there  were  frequent  attacks  of  epistaxis,  but  mjections  of 
ergot  in  checked  the  hemorrhages  for  from  six  to  eight  weeks.  In  the  next 
year,  after  a  trifling  wound  of  the  linger,  hemorrhages  occurred,  lasting  for 
Bc^vcral  weeks.  Uterine  Ijiceding  was  ahiiost  continuous.  Ergotin  was  of  no 
avail.  In  1874  heruorrhage  occurred  after  the  extraction  of  a  molar.  Two 
years  later,  following  a  very  severe  attack  of  dysentery  with  hematemesis  and 
cjitrrorrbagia  such  a  severe  epistaxis  oeeurred  tbat  it  was  necessary  to  keep 
a  tanjpon  continuously  in  the  nose.  Later,  bleeding  from  the  nose  lasted 
several  hours.  Gaivanization  of  ihe  sympathetic,  conii>ined  with  ergotin  treat- 
ment, tcnifwrarily  improved  the  general  condition.  In  the  year  1881,  for  the 
first  time,  large  purpuric  spots  with  decided,  painful  swelling  ap[jcared  upon 
the  left  upper  arm.  Menstruation  lasted  uninterruptedly  from  Novemlicr  of 
the  same  year  until  February,  1882,  Vaginal  tampons  w^ere  continuously 
necessary.  In  March,  1882,  for  the  first  time,  and  then  very  frequently,  there 
was  hemorrhage  from  the  uninjured  tip  of  the  finger.  During  January  of 
the  next  year  several  intact  fingers  and  the  nose  bled  daily.  Subcutaneous 
beruorrhages  follow^nh  (he  lilood  in  large  areas  of  the  right  thigh  and  of  the 
left  upper  arm  finding  its  way  through  the  skin.  In  1884  t!iere  was  profuse 
diarrhim,  with  frequent  vomiting  accompanif^d  by  massive  hemorrhages,  and 
prolongi^n]  elevation  of  temfK?rature  which  lasted  for  months.  Tlu*  urine  \h*- 
cnme  oxcwdingly  scant,  one-eigbth  to  a  qiuirtcr  of  a  liter  in  twenty*fruir  boiirs; 
it  was  pale,  frw  from  albumin,  of  verj-  low  specific  gravity  (1.002  to  1.U05. 
The  average  biss  ivf  blood  in  twenty- four  hours  anjounted  to  one  jiomid  (358 
griuns).  (falvjinic  baths  decrcjLsed  the  number  of  bemorrhagt*s.  Improvement 
was  brought  about  exclusively  by  treat tuent  bastnl  upon  the  ilcereased  annmnt 
of  urine  and  an  energetic  tlinphoresrs  was  persistently  carried  out  for  over  tbrt^ 
years;  injections  of  pilocarpin  which  for  a  time  were  substituted  by  packs 
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lasting  for  hours,  by  effusions  of  folia  jaborandi,  flor.  tili^e,  and  the  admin- 
istmtioo  of  large  doses  of  digitalis.  The  patient  was  cured  at  the  age  of 
thirty-eight  after  siitleriug  from  the  disease  for  twenty-five  years. 

In  the  study  of  the  etiology  of  hemophilia,  those  wlio  adhere  to  the  Im- 
merniann-Oertel  theory  douht  much  tlic  prominent  role  wliieh  the  hereditary 
narrowing  of  the  aortic  system  is  said  to  play.  This  heretUtary  anonmly  also 
prndnees  chlorosis,  a  disease  which,  in  spite  of  the  similarity  of  individnal  ana- 
tomical  relatione,  has  nothing  in  common  with  the  manifestations  of  hemo- 
philia. It  may  possibly  be  oppose*!  to  this  that  a  second  injurious  factor,  an 
abnurmnl  com  position  of  the  blood,  is  added  to  the  small  ness  and  narrowness 
of  the  vascular  system,  and  from  this  eoud)ination  hemophilia  arises,  or,  more 
eorrectly^  some  of  the  symptoms  of  the  affection.  In  opposition  to  this  is  the 
fact  that  the  examinations  of  the  blood  in  hemophilia  up  to  the  present  time 
have  shown  nothing  constant  nor  |_Kisidve;  only  in  quite  isolated  instances 
have  microcytosis,  maeroeytosis,  poikilocytosis,  and  absence  of  rouleaux  for- 
mation been  observed,  Similar  deficiency  of  hemoglobin  in  the  erythrocytes 
and  in  the  total  blood  has  been  repeateilly  notcil  in  anemic  individuals  after 
successive  hemorrhages  (especially  of  a  trauuuilic  or  neoplastic  nature)  with- 
out tlie  tendency  to  an  accjuind  hemorrhagic  diathesis,  so  that  a  characteristic 
or  pathognomonic  significance  cannot  be  ascribed  to  it.  All  hypotheses  which 
attribute  hemophilia  to  an  abnormal  composition  of  the  blood  are  lacking  in 
the  prcw>fs  upon  which  a  scientific  proposition  should  be  based. 

That  hemophilia  is  a  neuropathic  diathesis  is  v.  Keeklinghausen's  hypothD- 
sis  {Ilandbuch  tkr  AUg.  PaihuL  dm  Kreislaufes  und  der  Ermhrung).  In 
the  next  article,  when  describing  morbus  maculosus,  we  shall  refer  more 
minutely  to  the  spontaneous  hemorrhages  due  to  the  vasomotors,  and  shall 
here  only  mention  I  bat  this  aufljor  ascribes  to  tliese  bemorrlutges  (in  support 
of  his  theory)  the  prominent  nervous  symptoms  which  occur  in  certain  cases 
of  hemophilia  and  occasionally  in  entire  families  of  ble*Mlers.  But  the  fjues- 
tion  arises  w!ietlicr  in  a  general  disease  such  as  hemophilia  the  spontaneous 
and  uncApected  manifestations  which  occur  may  uot  naturally  keep  the  patient 
in  a  cfuistaut  state  of  tension  and  expectancy,  and  thus  implicate  the  nervous 
system,  and  whether  or  not  the  nervous  disturbances  are  of  a  secondary 
nature. 

Finally;  we  must  mention  another  view,  already  referred  to  in  scurvy,  that 
hemophilia  is  a  toxic  in  f  erf  to  us  di'irase.  This  is  the  opinion  of  W.  Koch  of 
Dorpat,  but  it  has  received  but  slight  attention  in  scientific  circles,  Koeh, 
in  bis  book  *'  Bleeder's  Disease  and  It^  Varieties/'  analyzes  the  evidence  on 
which  is  bascfl  the  conception  of  hemophilia  as  an  independent  affection.  He 
criticises  adversely  the  reports  of  the  disease  which  have  liecn  obtained  np 
to  the  present  time.  lie  points  out  how  fauhy  these  are,  and  their  many 
contradict  inns.  The  conclusion  which  he  reaches  is,  approximately,  that  hemo- 
philic f,<  not  an  indrpcndi'ni  dvicasf^^  hut  that  it  is  an  infrrtious  di^ca^'^f*  and 
idcnlirnt  with  srnrrif^  '^  I  believe,"  says  Koch,  *'  that  tin*  blorwl  of  hemo|>hilics 
♦wuiles  through  the  walls  of  the  vessels,  which  give  no  evidence  of  anatoiuieal 
change,  Ijecause  specific  toxins  are  mixed  with  the  blood;  I  therefore  Ijclieve 
hemophilia  to  be  an  infecHous  disease,  and,  on  account  of  the  e^jincident  symp- 
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tomatology  and  pathological  anatcuny,  1  believe  it  to  be  the  same  infectious 
disease  as  scurvy.  In  order  to  prove  its  parasitic  nature,  I  must  tirst  refer 
to  the  supposedly  congenital  form  of  heniophUia,  to  that  form  in  which  the 
symptoms  are  present  from  the  time  of  birllu  and  wliieh  ean  only  be  ascribed 
to  transmission  from  hemophilic  parents.  This  liereditary  condition  ean  never 
be  explained  by  the  thw>ry  of  a  pes  varns  congenitus  or  a  meningocele  con- 
genita, i.  e.,  by  a  vitinni  prima?  format ionis  in  which  definite  observable  ana- 
tonjieat  changes  (no  matter  how  complicated  in  origin  these  may  appear  to 
the  eye  of  the  observer)  result  in  disturbances  of  function.  For  nearly  a 
century  such  anatomical  conditions  have  lieen  sought  for  in  beuiofibilia,  and, 
in  spite  of  improved  methods  of  investigation,  only  vascular  anouialies  can 
now  l>e  found,  a  lesion  the  unimportance  of  which  admits  of  no  dispute,  par- 
ticularly as  in  only  a  few  cases  has  it  been  found.  In  opposition  tt*  this 
theory,  I  Indieve  congenital  hemo|diilia  to  tie  quite  similar  to  congenital  syph- 
ilis, and  from  the  stanflpoint  of  infection  1  note  the  association  of  hemophilia 
with  wounds  and  ulcerative  proc^esscs  such  as  humid,  benign,  tulmrculous  and 
Bvphilitic  skin  eruptions,  glandular  tuberculosis,  discharges  from  the  ear,  sup- 
puration of  the  navel,  etc. 

'*  Some  liemo|>hiliacs  have  a  nmrked  and  abnormal  desire  to  eat  sand,  earth, 
chalk,  peat,  acid  and  pungent  vegetables.  8ouie  have  febrile  attacks;  some 
perish  with  surprising  rapidity  after  only  slight  hemorrhage  or  other  localiza- 
tion; almost  all  have  an  enlarged  spleen.  1  lay  great  stress  upon  these  facts, 
as  well  as  on  one  whiclu  so  far  as  I  know,  has  not  yet  Ijcen  mentioned,  much 
less  discusscit,  namely,  the  connection  betwe*m  hemophilia  and  infeeti<m.  Fur- 
ther we  must  consider  the  presumption  that,  in  those  hemophilic  families 
who  made  no  change  of  residence  for  generations,  particularly  if  the  hemor- 
rhages occurred  only  in  later  life,  the  |*roeess  may  often  be  referred  to  intlu- 
enecs  of  the  gronml  instead  of  to  heredity/* 

Koch's  theory  of  hemophilia  as  a  toxic  infections  disease^  both  as  a  whole 
and  in  its  premises,  is  so  purely  visionary  that  it  scarcely  appears  worth  dis- 
cuss i  on ,  The  assoe i a t  ion  of  he m o p }i  i  I  i a  w i  t  h  g bi  1 1 d u  1  a r  t  u  1  >erc u  I osi s ,  t  u ho rcu  1  a r 
ami  sy[diilitic  cutanerms  ulcers,  discharge  fmm  the  ear,  febrile  states  and  the 
other  pathologic  conditions  which  he  mentions  is  so  extremely  rare  as  to  be 
scarcely  noted  at  all  by  other  authors.  The  same  is  true  of  the  splenic  tumor, 
which  Koch  says  hcmopliiliacs  almost  invariably  show,  and  upon  which  he 
especially  l»ases  his  theory  of  the  infect imis  nature  of  the  disease.  CHher 
symptoms  which  he  empbasizes  are  not  due  to  hemophilia,  but  to  the  anemia 
produced  by  tlie  hemorrhages,  as  is  the  case  with  neumpathic  symptoms. 
Above  all,  his  theory  of  an  infectious  etiology  is  untenable  inasmuch  as  the 
presence  of  pathogenic  agents  has  never  Ijeen  proven;  all  investigations  as  to 
this  point  have  been  negative.  Still  mon*  unwarranted  does  it  afjpear  to  me 
to  ascritn?  the  pathologic  processes  of  hemophilia  to  telluric  iDfluenoes  instead 
of  to  heredity. 

Fully  as  I  agree  with  Koch  that  the  origin  of  hemophilia  cannot  W  lookinl 
for  in  purely  anatomical  causes — that  is  to  say.  be  dependent  uprm  thetn — I 
cannot  concur  in  his  assumption  of  a  toxic  infection.  Even  if  this  could 
explain  the  nature  of  the  congenital  form  of  hemophilia^  it  can  nerer  explaia 
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the  mystpry  of  the  transniissirm  of  the  disease  in  a  hemophilic  family,  why  the 
mother  horself  should  remain  iiiialfec'ted  while  she  traiit^inils  the  disease,  why 
the  male  members  of  the  family  only  are  attaeked,  why  men  from  bleeder 
families  do  not  lieget  hemophilic  ehildren,  whether  they  themselves  are  bleeders 
or  not,  etc.  Moreover,  congenital  hemophilia  is  inueh  rarer  than  that  form 
in  which  children  in  the  second  year  or  adolescents  manifest  the  sif^is  of  the 
disease!  Are  the  pathogenic  agents  latent  in  sneh  easc?^?  And  w!iat  canses 
them  to  assert  their  virulence? 

In  rare  cases  mothers  with  relapsing  fever  have  given  birth  to  children 
with  relapsing  fever !  Tliis  is  probably  analogons  to  the  **  toxic  infection  -^ 
which  Koch  assnmes  as  the  canse  of  congenital  bemnphilia. 

Jn  the  hist  few  years,  Kolb,  Babes,  Gartner,  Tizzoni  and  Giovannini  have 
demonstrated  hactcria  in  patients  sntfering  from  pnrpura  hemorrhagica  as 
well  as  in  hemophilia  of  the  newborn;  these  bacilli  were  apparently  also 
pathogenic  in  animals,  and  upon  inocniation  produced  a  disease  i-haracterizcd 
by  hemorrhages.  These  malaiJies  are  prol>al>ly  analogous  to  the  beinorrhages 
often  seen  in  other  infections,  and  we  may  assume  these  heniorrhages  to  lie  due 
partly  to  local  changes  in  the  vessels  caused  by  collections  of  bacteria,  and 
partly  to  the  toxic  effeci  of  bacterial  products.  These  may,  therefore,  to  some 
extent  be  classed  with  toxic  hemorrhages,  but  have  not  the  sHgldcsl  element 
in  common  with  human  hemuphilhi. 

That  with  the  hemophilic  predisposition  severe  or  even  uncontrollable 
hemorrhages  follow  trifling  occasional  causes  such  as  never  produce  hemorrhage 
in  the  healthy  is  a  genenilly  well-knovvu  fact,  and  this  has  led  to  a  ditTcrentia- 
tion  between  spontaneous  and  traumatic  hemorrhage.  But  obviously  in  t!iis 
division  the  conception  of  *' trauma"  must  be  very  elastic.  The  hemophilic 
tendency  to  hemorrhage  shows  itself  during  the  period  of  physiologic  develop- 
ment, particularly  in  the  two  periods  of  dentition,  at  puberty,  and  at  the 
climacterium.  Even  in  tying  and  severing  the  umbilical  cord  we  sometimes 
produce  severe,  even  fatal  hemorrhage,  and  we  recognize  by  this  and  other 
sigas  the  hemophilic  predisposition  of  the  newborn. 

Severe  heniorrliages  from  the  gums  are  prone  to  occur  in  tlie  iirst  period 
of  dentition,  and  we  are  forced  to  look  upon  the  cutting  of  the  tei^tli  as  trauma. 
Quite  slight  corporeal  punishment  may  produce  cutaneous  hemorrhages  and 
infdtrations  of  blood  out  of  all  projHirtion  to  the  nature  and  extent  of  the 
injury.  Blowing  the  nose  may  cause  uncontrollable  epistaxis;  profuse  con- 
junctival hemorrhages  may  be  produced  by  touching  the  eye.  Purgatives  may 
result  in  severe  intestinal  hemorrhages.  At  the  menstrual  period  and  in 
normal  labor  extraordinarily  severe  hemorrhages  have  been  observed. 

Especially  frequent  are  effusions  of  blood  into  the  joints. 

From  the  observations  of  surgeons  it  is  evident  tliat  the  first  hemorrhages 
into  the  joints,  as  well  as  also  the  great  majority  of  the  later  ones,  arc  cause<l 
by  external  conditions.  This  explains  why  children  are  not  attacked  by  hemor- 
rhages into  the  joints  before  they  learn  to  walk;  the  "trauma^'  is  absent. 
But  when  they  first  begin  to  walk,  wlien  the  joints  are  utilized  and  the  entire 
muscular  system  comes  into  action,  trauma  after  trauma  occurs,  and  arthritic 
hemorrhages  are  apt  to  appear.     We  quite  often  observe  severe  hemorrhages 
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into  the  joints  which  occur  while  the  patients  are  in  bed,  and  when  we  are 
unable  to  detect  the  slightest  externa!  cause.  In  Buch  instances  we  are  almost 
always  dealing  with  joints  which  have  repeatedly  been  the  seat  of  ef!usions 
of  blood. 

Most  bleeders  |>eri8h  in  infancy,  a  large  proportion  before  the  eleventh 
year.  Rarely  do  they  reach  old  age,  seventy  and  above.  The  liemophilic 
predisposition  diminishes  with  advancing  years. 

If  we  study  the  reports  up  to  tlie  present  time,  we  are  convincrtl  that  the 
true  causes  of  hcmoi>hilia  are  absoUilely  unknown,  p>en  of  the  two  ctiologic 
factors  most  frecjuently  and  invariably  mentioned — an  abnormal  composition 
of  the  vascular  walls  (which  is  said  to  consist  in  great  fragility)  and  the 
insufficient  power  of  coagulability  of  the  blood,  to  winch  I  shall  again  refer^ 
we  do  not  possess  a  single  positive  proof  which  will  bear  criticism. 

Heredity  assumes  such  importance  in  the  etiolog}'  of  this  disease  that  it 
is  well  to  point  out  that  a  highly  nervous  temperament  on  the  part*of  the 
ancestf>rs  has  often  iM-en  noted.  Of  course,  the  reports  of  the  patients  and 
their  relatives  must  l)e  accepted  and  utilized  with  extreme  caution;  yet  a  num- 
ber of  well -authenticated  cases  are  on  record  wdiich  certainly  prove  the  neuro- 
pathic predisposition  of  the  ancestors  of  bleeders, 

PATHOLOGICAL  ANATOMY 

The  anatomical  examinations  in  fatal  cases  of  hemophilia  have,  up  to  the 
pre-sent  time,  shown  notliing  that  is  characteristic  or  invariable;  in  particular, 
very  little  has  been  revealed  to  explain  the  tendency  to  sponlanfou,'<  hemor- 
rhages, except  in  the  case  of  the  joints.  Here,  by  the  tireless  researches  of 
surgeons,  we  are  permitted  a  deeper  insight  into  the  mechanism  of  arthritic 
hemorrhages. 

The  number  of  autopsies  by  experts  on  the  cadavers  of  bleeders  is  very 
small;  consw|iientiy  tfie  numln^r  of  anatomico-pathological  iindings  is  also  very 
scant.  In  general  the  following  is  reported:  The  cadaver  is  conspicuously 
anemic;  the  skin  is  waxy  pale.  In  eases  in  which  death  has  occurred  from 
henmrrhage  after  trauma,  f>etcchi£e,  ecchymoses,  suffusions  of  blood  and  signs 
of  injury  are  found  upon  the  skin  itself  with  comparative  frt^jyeney.  The  in- 
ternal organs  throughout  are  extremely  anemic.  The  small  amount  of  blood 
flowing  from  severed  vessels  is  deeidc<ily  watery.  Of  the  abdominal  organs, 
in  which  there  are  often  signs  of  preceding  hemorrhages,  the  spleen  i^  par- 
ticnbirly  interesting;  W,  Koch  maintained — as  we  have  seen — that  it  is  in- 
varialily  enlarged;  it  has  occasionally  been  found  enlarged,  hut  is  usually 
normal.  This  enlargement  of  the  spk^n  in  hemophilia  has  sometimes  lj<H?n 
deemed  especially  important,  particularly  as  proving  the  infectious  nature 
of  the  disease;  but  the  knowledge  that  this  tLnding  is  inconstant  has  led  to 
the  rejection  of  the  thef>ry. 

The  blood- vess4»ls  of  the  skin  which  are  superficiaUy  situated  have  been 
often  described,  the  arteries  as  well  as  the  veins.  The  muscle  of  the  heart 
frequently,  but  by  no  means  invarialdy,  shows  fatty  degeneration.  Its  size 
has  in  some  cases  Ikh^u  found  normal;  in  other  cases  it  is  hypoplastic^  and  in 
still  others  hypertrophic,  especially  as  regards  the  left  ventricle. 
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of  instances  the  liirge  arteries  and  their  first  hranchea  show  an  imnsually 
narrow  lumen.  In  tlie  examination  of  the  structure  of  the  larger  and  smaller 
arteries,  the  extremely  thin,  sometimes  artually  transparent  e^rndtlinn  of  tlie 
intima  is  often  cons])icnous.    Partial  fatty  degeneration  is  not  rarely  oljserved. 

Virehow  ealled  attention  to  the  smallnesa  of  the  heart  in  hemophilia,  to 
the  narrowness  and  tliinness  of  the  walls  of  the  vessels,  wliieh  is  similar  to  that 
in  chlorosis.  On  aeeount  of  the  rarity  of  autopsy  reports  in  this  disease,  it  is 
highly  interesting  to  refer  to  this  finding  in  a  ease  ohserved  by  Virehow,  upon 
whieh  he  held  an  autopsy,  and  which  he  has  detailed  (Dt'idsche  Kiinik\  1859, 
and  Canstati's  Jahresh.^  1859).  "  The  blood,  as  in  other  cases  of  hemophilia, 
was  not  deficient  in  ijl>nn ;  it  formed  a  decided  hotfy  enat.  The  arteries  and 
veins  showed  no  large  ruptures — ^in  faet,  no  conspicuous  changes ;  the  hemor- 
rhages, therefore,  must  have  been  from  the  capilhiries.  The  veins  were  very 
wide,  the  arteries  very  elastic  and  narrow.  The  capillaries  and  nerves  showed 
no  decided  alterations.  In  the  central  part  of  the  vas^ndar  apparatus  an 
abnormality  was  found  which  was  certainly  congenital;  the  th\mius  gland  was 
still  very  large,  the  heart  pale  and  small,  (he  aorta  narrow,  its  tralh  thin  and 
very  elastic,  with  wavy  rises  due  to  slight  sclerosis  and  falit/  degcnpratifiu  of 
the  inlima,  particularly  In  the  descending  thoracic  aorta.  This  entire  iinding 
closely  resembled  chlorotic  conditions  to  wliich  I  (Virehow)  have  previously 
calh^l  attention.  The  development  of  the  heart  from  the  aorta  is  much  re- 
tarded in  chlorotics;  enlargement  of  the  heart  is  late  and  occurs  only  occa- 
sionallj-  Hemorrhages  are  very  frequent  and  severe  in  chloroticei,  and  these 
can  probably  be  traced  to  the  arterial  changes  which  have  been  observed;  at 
all  events  the  round  ulcers  of  the  stomach  which  occur  chiefly  in  clilorotics 
certainly  liear  a  relation  to  individual  arteries,  Tliere  is  much  in  favor  of  the 
congenital,  or  at  least  very  early,  development  of  the  predisposition  to  chloro- 
sis; and  this  may  he  positively  maintained  in  the  case  of  hemophilia.  The 
blood  collected  from  this  case  rapidly  decomposeil,  dc[M)siting  xanthogloKulin 
crystals  as  well  as  triple  phosphates  and  leucin.  This  case  teaches  us  that  in 
hemophilia  it  is  not  an  unusual  fluidity,  a  dissolution  of  the  blood,  which 
produces  the  tendency  to  henuirrhage,  hecausi-  blood  rie!i  in  fibrin,  just  as  in 
scurvy,  may  l)e  found  in  the  hemorrhagic  diathesis.  Xotrhcre  was  iendenry 
in  rupture  of  the  hlood-vesst'iii  noteiL  Xherefore  the  question  arises  whether, 
in  this  case,  as  in  chlorosis,  the  narro\%niess  and  extreme  clastteify  of  the 
vessels  {arteries)  so  increase  the  blood-pressure  in  the  capillaries  that  a  pre-* 
disposition  to  rnpture  and  consequent  hcTnorrhage  is  produced.  !n  iht^  caM 
the  attise  of  the  hemorrhagk  diathesis  wa.s  to  be  sought  in  a  defidency  of  the 
vasruhtr  fornniiioth  and  it  is  certainly  noteworthy  that  the  thymus  gland  had 
persisted  for  s<)  long  a  time/* 

Virehow,  therefore,  considered  retardation  of  vajicular  development  to  be 
an  especial  piithologico-anatomical  sign  in  hemo]dtilia.  lie  observes,  how- 
ever, that  exactly  the  same  conditions  as  were  notnl  l*y  him  in  h«^mopbilia 
occur  also  in  chlorosis.  The  question  why  retardation  in  vascular  develop- 
ment causes  two  such  entirely  difl'erent  diseases  as  chlon>sis  and  hemophilia 
has  not  yet  beim  answered.  If  we  are  inclined  to  be  critical,  we  may  assume 
from  this  condition  of  affairs  that  retardation  of  vascular  formation  cannot 
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be  the  det^miinmg  cause  of  heinophilia.  Nevertheless,  the  descriptions  of 
Virchow  are  higlily  important,  as  they  form  the  basis  of  the  ImnienDaim* 
Oertel  theory  of  heiiiophilia. 

But  the  positive  iinrhrig^  mentioned  above  which  have  been  observed  in  a 
nond>er  of  autopsies  in  ea^ses  of  lieinopliilia  are  opposed — few  as  they  are — ^l)y 
a  much  greater  number  in  which,  after  minute  investigation,  experienced 
pathologists  were  uuahle  to  determine  anything  notcwortliv. 

More  widely  known  are  the  changes  in  the  bleeder's  Joint,  a  knowledge 
of  wliieh  w^e  owe  to  the  valualjle  work  of  surgeons.  In  the  first  stage  of  the 
arthritic  disease,  we  find  the  symptoms  of  a  simple  effusion  of  blmnl  The 
joint  cavity  is  fille<l  w'itb  fluid  blood  and  dark  eoagnla  of  fibrin,  Tlie  latter 
are  partly  free,  partly  adherent  to  the  walls,  and  by  proliferation  of  Ibe  cell- 
layers  of  the  synovial  membram^  tliey  are  made  integral  parts  of  the  wall  of 
the  joint.  The  capsule  is  tbiekcned,  shows  bhxHiy  infiltration,  and  is  discol- 
ored. MorcK>ver,  fibrin  deposits  are  found  upon  the  capsule  and  upon  the 
surface  of  the  cartilage,  causing  the  f<jrmation  of  brownish  pigmented  viUi 
and  cartilage  proliferations.  If  the  efTusion  of  blood  is  not  absorbed  the  joint 
swelling  renmins,  and  inflammation  is  produced  which  pathologically  resembles 
the  condition  Konig  has  designated  as  hydrops  tubereulosus  fibrinosus.  The 
contents  of  the  joint  are  either  serous  or  hcmorrhagico-serous,  and  of  a  liglit 
brownish  color.  The  perisynovial  connective  tissue  Is  sclerotically  thickened. 
The  synovial  intima  shows  swelling  and  reddish-brow^n  or  brownish  discolora- 
tion, and  a  great  number  of  synovial  villi  of  a  brownish  tint.  The  blood 
coagidum  in  some  cases  attains  the  thickness  of  a  finger.  The  cartilage  has 
lost  its  w4nte  color  and  its  luster,  and  a]>pears  of  a  brownish  hue.  Coagulated 
masses  of  blood  are  found  in  layers  which  show  organization  and  txmnective 
tissue  change.  The  cartilage  is  partly  softened  by  the  disappt^a ranee  of  it** 
upper  layer.  Continuous  small  and  large  depressions,  sharp-edged  and  map- 
like, invade  deeply  the  surface  of  the  lK>ne  surrounding  the  cartilage.  The 
surface  of  the  cartilage  is  uneven  on  account  of  an  irregular  disappearance  of 
substance.  Following  this  second  inilamuuitory  stage,  a  third  occurs  in  which 
regenerative  clianges  play  the  principal  role.  By  adhesion  of  the  joint  sur- 
faces, and  by  processes  of  shrivelling  in  the  soft  parts  and  ca])sules,  stiffness 
of  the  joints  suyiervencs.  The  joint  ciivity  l>ecomes  denuded,  the  joint  ends  M 
defonned ;  subluxation  takes  place;  contracture  and  ankylosis  may  occur,  ■ 

Examination  with  the  Rontgen  rays  has,  according  to  Goeht  (Arch,  /,  kL 
Vnin,  181H)),  given  constant  and  important  findings:  It  is  at  once  evulent  that 
the  lower  end  of  the  feniur  u[xm  the  alfected  side  is  very  much  smaUer  than 
that  of  the  opposite  side.    The  bones  u|>on  the  diseased  side  are  atrophic  and 
decidedly  too  permeable,  as  may  be  noted  in  the  lighter  color  of  the  Rontgen    ^ 
picture — the  epiphysial  lines  upon  the  femur  and  the  tibia  lack  the  normal    ■ 
rounded   curves,  and  are  irregular,  often   serrated,  with   a  double  contour. 
While  upon  the  normal  side  a  broad,  open  space  marks  the  presence  of  normal 
cartilage,  and  the  osseous  ends  of  the  feraur  and  the  tibia  present  their  well-  ■ 
retained  smooth  surfaces,  the  conditions  upon  the  diseased  side  are  quite 
diilerent»     A  decreased  joint  space  is  found,  owing  to  destruction  of  the 
cartilage.    The  ends  of  the  bones  appear  completely  changed.    The  arthritic 
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portion  of  the  fpniur  is  sernitfMl  and  irregular,  the  cavity  normally  existing 
lietwcrn  the  two  euiulylcs  hm  been  obliterated;  the  same  is  a-Ua  true  of  the 
intercondylar  eminences  of  the  tibia  which  are  irregidar  and  broudened.  Still 
more  advanced  lesions  are  seen  in  old  it  patients;  the  space  in  the  joint  car- 
tilage disappears  entirely,  the  tibia  set^ms  dislwated  toward  the  femur  out- 
wardly. Occasionally  adhesions  may  be  noted  between  the  femur  and  the 
tibia.  The  couLlition  of  the  capsule  cannot  be  accurately  determined  on 
account  of  the  etfused  blood. 

The  microscopic  investigations  of  the  vascular  changes  in  hemophilia,  made 
hy  Buhl  and  Birch-Hirschfeld,  deserve  attention. 

The  former  f(nind  in  a  preacher,  aged  sevenly-fouFj  sutfering  from  chronic 
dermatoses  and  presenting  licmophilic  symptoms,  an  immoderate  growth  of 
the  capillary  vessel  loops  with  a  great  increase  and  subsequent  transformation 
of  their  nuclei,  Buld  himself  dfH*s  not  believe  this  anomaly  to  he  peculiar  to 
hemophitia.  Birch-llirsehfeld  examined  the  heart  and  the  large  vessels,  a 
portion  of  the  spleen,  the  kiilney  and  the  skin  of  a  child,  aged  one  year,  who 
had  succumlied  to  congenital  hemophilia,  and  remarks  concerning  these  organs; 
**  In  the  heart  and  in  ttie  vessels  connected  with  it  1  discovered  no  changes. 
It  may  be  stated  that  the  vessels  of  the  heart,  considering  the  age  of  the  child, 
were  (pdte  of  normal  size.  In  the  heart  muscle  there  were  but  slight  indica- 
tions of  fatty  degeneration.  The  valves,  as  well  as  the  intima  of  the  larger 
vessels,  were  delicate  and  normal  in  structure;  the  same  was  also  true  of  the 
muscularis  and  media  of  the  arteries.  In  the  kidneys  the  cortical  canals  were 
swollen  and  there  was  slight  granular  cloudiness  of  the  epithelium.  There 
was  nothing  noteworthy  in  the  spleen  except  moderate  hv])er])lasia  of  the 
stroma  of  the  pulp.  But  I  must  mention — with  reserve^a  finding  which  I 
notwl  in  the  capillaries  and  the  transitional  vessels  of  other  organs,  particu- 
larly of  the  liver  and  kidneys.  In  some  areas  the  endotbelia  were  obviously 
enlarged,  their  nuclei  swollen;  here  and  there  were  granular  deposits  in  the 
protoplasm.  In  si:jme  rather  poor  preparations  which  were  stained  with  silver, 
the  epithelial  arrangement  ap[)earcd  to  me  irregular,  disarranged,  with  occa- 
sional wide  spaces  between  the  endotbelia.  I  do  not  lay  special  stress  upon 
this  condition.  In  delicate  changes  of  this  kind  it  is  not  alwa}^'^  possible  to 
determine  how^  much  is  artifact,  and  it  must  not  be  forgotten  that  such  changes 
are,  perhaps,  not  rare  in  the  last  stages  of  other  chronic  cases.''  Kidd  de- 
scribed in  the  tiner  vessels  of  the  snl>cutanw_nis  coDne<3tive  tissue  and  of  the 
mustles  an  increase  of  the  endotlielia  with  dropsical  swelling  of  the  musctdariii 
and  ])roli feral  ion  of  their  nuclei^ — changes  which  I^egg  in  another  case  was 
unable  to  recognize.  I  should  like  to  mention  the  simultaneous  occurrence 
of  hemophilia  with  multiple  sarfTuiiata. 

Olxviously  pathological  anatomy  affords  no  clue  for  the  comprehension  of 
the  clinical  picture.  The  belief  that  blood  formation  is  periodically  increasetl, 
which  is  mentioned  by  some  authors,  has  but  little  to  support  it,  and  the  same 
is  true  of  the  hypothesis  that  the  overtlllmg  of  the  narrow,  perhaps  friable, 
vascular  system  of  hemophiliacs  by  a  hy[)ertrophied  heart  througli  which  newly 
formed  lilood  is  occasionally  forced  in  large  amounts  leads  to  a  rupture  of  the 
markedly  distended  capillaries, 
^  29 
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SYMPTOMATOLOGY  AND  COimSE 

The  phenomena  of  the  dii^eiiso  are  quite  nfleii  revealed  purely  by  accidenl; 
the  patients  are  attacked  eitlier  spontaneously^  or,  in  cons^equenw  of  very  slight 
injuries,  by  profuso  hemorrhages  or  such  as  are  very  difficult  to  control. 
Among  sueh  cases  I  wish  to  mention  the  hemorrhage;^  which  occasionally 
follow  ritual  circurneision,  and  minetinies  cause  the  surgeon  great  dilTiculty, 
as  well  as  those  which  occur  after  perforaiing  the  lobe  of  the  ear  for  earrings, 
and,  finally,  the  muscular  hemorrhages  which  occur  in  older  children  of  a 
hemophilic  predisposition,  when  they  are  chastised  by  the  teacher  in  school; 
these,  under  some  eircuiustaneej*,  bring  the  guiltless  teacher  into  court. 

The  disease  shows  various  grades  of  development,  and  by  no  means  the 
same  intensity  of  symptoms  in  all  cases.  The  history  of  families  of  bleeders 
has  shown  that  in  individual  members  all  types  of  the  disease,  from  the 
mildest  rudimentary  forms  up  to  the  severest  ones,  may  he  found.  The  milder 
forms  are  cliaraeterized  hy  an  evident  tendency  to  hemorrhages,  but  the  bleed- 
ing never  assumes  such  propirtions  as  directly  to  threaten  life. 

In  nearly  three-fourths  of  the  cases  the  first  hemorrhage  occurs  before  the 
end  of  the  second  year,  and  the  latest  period  for  its  occurrence  is  the  twenty- 
se<:'ond  year  of  life;  only  in  cjuite  isolated  cases  has  the  tirst  hemorrlmge 
happened  at  a  later  age.  A  great  tendency  to  hemorrhage  is  note^3  in  bleeders 
at  altout  the  period  of  physiological  development*  Most  hemophiliacs  die  in 
the  first  year;  a  large  proportion  before  the  end  of  the  tenth  year.  Only  very 
rarely  is  old  age  reached — seventy  years  and  beyoiuL  Experience  teaches  that 
with  increasing  years  the  hemo]>hiHc  predisposition  declines,  until  finally  it 
disappears  entirely, 

A»  has  been  stated,  the  physician  or  the  family  often  Ix^comes  aware  of  the 
hemophilic  tendency  of  an  individual  (juite  accidentally,  l>y  the  difficulty  of 
controlling  a  hemorrhage,  which  ri'turns  again  and  again.  This  is  especially 
ajjt  to  te  the  case  if  the  patient  is  not  a  member  of  a  bleeder  family,  and  has 
not  older  relativc-s,  particularly' brothers,  in  whom  severe  hemorrhages  some- 
times occur  as  the  result  of  cpiite  trivial  injuries  while  at  play.  In  other 
cases,  surgfxms  while  performing  i>perations  makv  the  unpleasant  discovery 
that  the  licmorrhage  from  an  operative  wound  does  not  cease,  and  that  tlK*y 
are  dialing  with  a  bleeder.  The  hemorrhagic  or  hemophilic  predisposition  of 
tlje  newborn  is  earliest  recognized  if  hemorrhages  apjiear  after  severing  the 
umbilical  cf>rd ;  these  occasionally  are  uncontrollable,  and  result  in  the  death 
of  the  child.  Ifowever,  we  can  by  no  means  refer  all  hemorrhages  from  the 
cord  of  the  newborn  to  a  hemophilic  predisp)Osilion  of  the  child.  It  has  been 
proven  that  umbilical  hemorrhages  in  the  newljorn  may  also  ije  due  to  the 
influence  of  bacterial  blood  infection.  The  next  i'Vt}x\i  which  may  lead  to  the 
discovery  of  the  disease  is  ritual  circumcision,  which,  as  is  well  known,  is 
performed  upon  the  eighth  day  after  birth.  On  the  other  hand,  vaccination, 
according  to  usual  experience,  is  relatively  harndess.  The  disease  may,  how* 
ever,  not  show  an  eiirly  spontaneous  devfdopment  but  may  be  latent,  and  only 
appear  after  an  exciting  cause  and  upon  occasion.  The  most  common  time 
for  thid  is  the  period  of  first  dentition,  and  thus  we  frecjuently  note  decided 
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signs  of  the  disease  in  tlie  form  of  S4?vf»re  hemorrhages  from  the  gnms.  Some- 
times in  girls,  ahhmigh  t|nite  rarely,  tliere  may  be  no  i!vi*lenee  of  the  disease 
throughout  infancy  and  childhood,  tho  first  symptoms  appearing  at  the  time 
of  pulnirty  and  nn-nrring  at  each  menstrual  period,  the  menses  being  unu.sually 
profust^  and  prrsisting  for  a  long  time.  Even  after  an  easy  and  uncoTupHeated 
labor  oecaj^ionally  severe,  even  fatal,  hemorrliages  oeenr,  so  that  Kehrer  has 
proposed  the  interruption  of  pregnancy  in  hemophilic  women  by  artificial 
labor, 

Tlie  most  obvious  and  important  sign  in  the  clinical  picture  of  hemophilia 
is  the  appearance  of  well  uiarked  hemorrhages  either  wilhout  an  assignable 
cause  or  as  the  result  of  very  slight  external  injuries.  In  alw^ut  50  per  cent, 
of  the  cases  the  muci)us  membrane  of  the  nose  is  the  seat  of  the  hemorrhages; 
next  follow  blee<iing  from  the  gnms  and  intestinal  hemorrhages  (each  almut 
12  per  cent.),  tlien  pulmonary,  gastric  and  renal  hemorrhages  (each  about  6 
per  cent.).  Most  fretjucnt  are  the  liemorrhages  from  the  skin  and  mucous 
membrane,  next  from  the  joints,  to  which  I  shall  later  refer  explicitly,  and 
finally,  metrorrhagia.  Apart  fmm  arthritic  hemorrhages,  hemorrhages  from 
the  serous  mend  cranes  without  assignable  cause  are  ciuite  rare*  On  the  other 
hand,  hemorrhage  from  the  conjunctiva  is  occasionally  noted,  apparently 
occurs  without  cause,  and  may  sometimes  he  so  severe  as  to  result  fatally. 
This  was  seen  in  the  case  of  two  bnithers,  both  bleeders,  who  were  quite 
young.  Occasionally  the  hemorrhages  are  so  profuse  t!iat  deat!i  takes  place 
in  a  few  hottr^.  It  is  often  astoni siting  to  observe  what  enormous  amounts 
of  blood  hemophiliacs  may  lose,  and  how  rapidly  they  recover  from  this.  \n 
Colien's  case  the  patient  lost  a  pound  of  blood  (358  grams)  per  honr,  and  in 
another  ease  of  hemophilia,  within  eleven  days  twenty-four  pfmmls  of  blood 
were  lost.  Occasionally  syncope,  the  result  of  cerebral  anemia  whereby  blood- 
pressure  falls  to  a  minimum,  causes  a  cessation  of  hcmorrluige.  With  an 
increase  of  the  bIoml'|>ressure,  hemorrhage  begins  anew.  The  disproportion- 
ately rapid  regcneraliou  of  the  blood  must  l>e  referred  to  the  previously  men- 
tioned increase  of  the  hematopoietic  function  of  the  iKjne-imirrow  in  hemo- 
philia (Fischer)  which,  however,  is  of  a  somewhat  hyptitbetieal  nature. 

It  is  customary  in  Iiemophilic  blciM^ling  to  ditlerentiate  lietween  spontaneous 
and  trauwffflr  hemorrhages.  All  hemorrhages  are  designated  as  spontane- 
on>t  for  which  no  ]>Iausilde  reason  can  be  assigned.  But  it  must  also  l)0 
considered,  in  the  study  of  the  hemorrhagic  diathesis,  that  there  are  condi- 
tions In  \vhich  the  organism  of  the  hemophiliac  reacts  by  hemorrhages  to 
very  slight  influences — influences  of  such  an  insignificant  character  that  the 
person  who  sntfers  a  lesion  scarcely  notes  it  at  all  or  but  very  slightly.  With- 
out doiitd  some  of  the  hemorrhages  which  in  this  diathesis  have  lieen  looked 
UT;)on  as  spontaneous  are  in  reality  traumatic.  We  ditferentiate  in  the^e 
hemorrhages  (spontaneous  as  well  as  traumatic)  two  forms:  The  superficml 
and  the  tnffrstilial. 

Spontanwus  hemorrhages  are  occasionally  preceded  by  prodrome^'i  such  as 
cardiac  palpitation,  congestion  of  the  head,  vertigo,  tinnitus  anrinm,  anxiety, 
nausea  and  even  vomiting.  Prior  to  very  severe  hemorrbages,  decided  red- 
nem  of  the  face  is  often  noteil ;  in  the  visible  arteries  rapid  and  strong  pul- 
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sations  niay  bo  seen.  The  general  condition,  also,  is  dwiiledly  influenecd;  the 
patient  becomes  restless;  lie  i.s  01  led  with  fears  or  there  is  laasityde.  For 
a  long  time  the  fleeting  dmraeter  of  these  hemorrhages  has  been  noted.  After 
the  hemorrhage  has  ceased,  the  aftected  |>ersons  usually  feel  relieved  and  easy 
in  raiod.  In  other  cases  these  preuioiiitory  plicunuiena  are  entirely  absent. 
The  hemorrhages  may  eome  on  without  any  nntt^worthy  prodromes,  iSuper- 
ficial  h'poniancous  hemorrhages  occur  most  frequently  fronj  the  mucous  mem- 
branes; first  from  the  most  exposed,  as  those  of  the  nose,  then  the  mucous 
membrane  of  the  mouth.  Spontaneous  hemorrhages  may  also  oeeur  from  the 
mucous  membrane  of  the  urinary  organs  and  from  the  female  sexual  organs, 
also  from  the  lungs,  the  stomaeh  and  the  intestines.  The  hemorrhages  from 
the  skin  are  most  likely  to  occur  in  cicatrices,  or  from  cuts  or  ulcers,  and  the 
hemorrhage  then  takes  place  during  a  f>erio<l  m  which  the  rupture  of  con- 
tinuity is  beginning  to  heal.  Spoil tanet>us  mucous  membrane  hemorrhages 
are  occasionaLly  condiined  with  those  of  the  surface  of  the  skin.  In  sulx'U* 
tanei>u9  effusions  of  blood  wliich  embrace  a  wide  area  occasionally  suppuration 
is  noted,  leading  to  gangrene  of  the  skin  and  external  perforation,  after  which 
a  slough  consisting  of  brownish  and  gangrenous  shreds  is  discharged.  The 
blood  in  the  sulicutaneous  hemutomala  remains  fluid  for  a  long  time  similar 
to  the  condition  in  arthritic  hemorrliages,  and  the  careless  opening  of  such 
foci  may  lead  to  uncontrollable  and  fatal  hemorrhages;  the  latter  may  even 
occur  when  these  herMatomata  rupture  spontamHJUsly, 

InferjiiUin!  ^p(jnlantou.H  hemonha<jei<  occur  most  frequently  in  the  scalp 
and  in  the  face,  next  in  tlie  scrotum^  more  rarely  in  the  extremities-,  and  least 
fretpiently  upon  the  trunk.  Often  the  tips  of  the  fingers  are  implicated,  and 
the  blood  may  exude  or  spurt  from  them  as  from  a  sponge  dipped  in  blood. 
Although  these  hemorrhages  appear  fiponiannfusltf^  i.e.,  withoul  rinble  ex- 
ternal  cause^  it  may  be  regarded  as  certain  that  they,  as  well  as  the  **  trau- 
matic *'  ones  now  to  be  described,  are  due  to  very  slight,  scarcely  determinable, 
mechanical  insults,  Intraparenchymatous  hemorrhages  of  internal  organs, 
perhaps  with  the  exception  of  the  kidneys,  very  rarely  occur  in  areas  which 
are  protected  from  external  influcnff,  a  circumstance  which,  according  to 
Striimpell,  forms  an  essential  difference  between  hemophilia  and  the  acquired 
hemorrhagic  diathesis. 

iSuperfirm!  frfutmnlic  hi'marrhdfjcs  may  take  place  in  any  superficially  lying 
part  of  the  Iwdy,  in  all  areas  of  the  skin,  and  upon  the  supertieially  situated 
mucous  membraBcs,  as  well  as  upon  those  mucous  membranes  whose  secretions 
are  di.seharged  per  rim  naturahs.  To  these  must  Ik*  addcnl  the  serous  mem- 
branes of  tfie  thoracic  and  abdominal  cavities.  Hemorrhages  from  the  surface 
and  from  tlie  mucous  mendfranes  whit^h  are  susceptible  to  ordinary  inspection 
may  be  produt*t*d  by  a  laceration,  a  puncture,  a  bile  or  otlier  wound,  also  by 
a  blow,  a  fall,  and  by  surgical  operations.  It  is  to  be  remarked  in  this 
connection  that  accidental  ruptures  of  continuity,  particularly  those  of  an 
irregular  form,  cause  hemorrhage  in  hemophiliacs  much  more  readily  than 
those  produced  by  design,  as  in  surgical  operations.  Cutaneous  areas  with 
ulcerating  proc»?sst»s  and  cicatrices  are  loci  minorU  rcsisirniift.  Of  the  various 
regions  of  the  lK)dy,  the  head  is  the  one  in  which  the  hemorrhage  of  hemo- 
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philiacs  a&8iime9  an  except innally  severe  duiracter.     Prol>«tjly  the  most  copi- 
ous liemorrliagcs  occur  after  the  extnietiOD  of  teeth,     lu  one  case  reported, 
the  rupture  of  the  hyuien  was  followetl  hy  lethal  heoiorrliage.    It  is  a  peculiar 
fact  that  small  wounds  in  heinophiliacs  hleed  in  proportion  much  more  pro- 
fusely than  larger  wounds.     Fordyee  controlled  a  lieToorrhage  l>y  enlarging 
the  wound  with  a  knife.     This  method  appears  to  he  the  hest  in  the  case  i 
of  lacerated  wounds  which  blec^l  profusely.     Traumatic  surface  hemorrhages! 
usually  occur  from  only  one  isolated  point.    The  blood  exudes  from  the  wound  | 
as  from  a  sponge  saturated  with  blootl ;  nowhere  can  a  spurting  artery  be 
found, 

Interfitifiai  hemorrkaf/es  after  irmfma  occur  particularly  in  the  skin  and 
the  Bubeutaneous  connective  ti8.«iie.  They  follow  the  slightest  external  causes. 
A  push,  a  blow  in  .sport,  or  prolonged  pressure  as  in  sitting  or  lying,  may 
produce  interstitial  hemorrhages.  Blood  tuiuors  are  formeil  (hematoniata). 
Those  areas  on  the  surface  of  the  body  are  most  liable  to  interstitial  hemor- 
rhages, which,  from  the  habit  of  life,  are  most  exposed  to  pressure,  the  but- 
tocks and  the  upper  posterior  parts  of  the  leg,  as  well  as  the  back. 

Diffuse  hematomata  are  found  especially  in  the  soft  parts  of  the  arms  and 
thighs,  as  well  as  occasionally  in  the  sheath  of  the  psoas  muscle.  They  occa-i 
sionally  resemble  an  ahseess,  with  tense,  glistening,  hyperemic  skin,  and  are 
very  painful.  The  subcutaneous  effusions  of  blood  may  extend  over  a  wide 
area;  upon  suppuration,  gangrene  of  the  skin  and  external  rupture  have  been 
ohserved  as  in  sponhuiemis  lu'morrhages;  a  cbo€olate*colored  roass  intermingk^ 
with  gangrenous  yhreds  is  then  discharged. 

The  other  wosl  important  stfmplom  of  the  diseajic  is  the  great  dithculty 
with  which  the  hemorrhage  is  controlled.  This  forms  the  chief  danger  of 
the  malady,  and  is  the  reason  why  bleetlers  very  rarely  attain  old  age.  The 
ofjcn,  lieuiophilie  bleeding  reveals  perfectly  the  characteristics  of  parenchyma- 
tous hemorrhage,  Froru  the  entire  surface  which  has  been  exposal  by  the 
traumatic  rupture  of  c<mtinuity,  the  blood  oozes  continuously  for  many  hours. 
Even  by  the  most  careful  oltservation  it  is  impossible  to  find  a  f^purttng 
vessel. 

How  long  the  hemorrhage  may  continue  in  the  individual  case  cannot  he 
foretold.  It  is  quite  uncertain,  but  the  excessive  loss  of  blood  in  itself  acta 
favorably  in  cfjntrnlling  the  heniorrhage.  The  bleeding  hemophiliac  is  at- 
tacked by  syncope;  shortly  afterward  tlie  hemorrhage  ceases,  Freipiently, 
however,  it  lasts  for  so  long  a  time  as  to  bring  about  a  fatal  issue.  During  the 
hemorrhage,  frecjuentiy  there  is  at  first  increased  cardiac  activity;  later,  in 
consequence  of  increasing  anemia  the  pulse  becomes  small,  sometimes  imf>er- 
ceptible,  the  patient  is  |Hile  and  feeble;  in  very  severe  cases  there  are  delusions, 
convulsions  and  delirium. 

The  exuding  blood  at  first  appears  normal;  if,  however,  the  hemorrhage 
is  long  continued,  it  constantly  lieeomcs  lighter  and  of  a  watei7,  serous  char- 
net  er,  owing  to  the  iuereasing  aneiTiia.  Cheuiical  and  uiicroscopical  investi- 
gations of  the  hlfMid  have  not  given  noteworthy  results.  There  is  no  evidence 
to  support  Immermann's  theory  that  the  hemorrhages  are  due  to  a  plethora. 

The  interstitial  hemorrhages  under  the  surface  of  the  skin  form  blood- 
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tumors  (hematomata),  which,  in  accordance  with  the  transformation  of  the 
hemoglobin,  may  show  the  well  known  changes  of  color  observed  in  all  depos- 
its of  blood.  Now  and  then  a  hematoma  of  this  kind  suppurates  and  ruptures. 
Such  hemorrhages  damage  the  nutrition  and  constitution  of  the  patient  all 
the  more  as  they  lead  to  certain  complications  which  will  be  more  minutely 
described  later.  Moreover,  the  knowledge  that  he  is  affected  with  such  a 
disease  as  hemophilia  severely  disturbs  the  psychical  condition  and  the  nervous 
system  of  the  patient. 

Among  the  characteristic  complications  of  hemophilia  the  tendency  to 
"  rheumatic  *'  muscular  and  arthritic  disease  occupies  the  most  important 
place,  partly  for  the  reason  that  we  recognize  in  this  a  close  analogy  to  the 
hemorrhagic  diathesis  in  general.  The  arthropathies  which  may  appear  in 
any  of  the  joints  are  the  most  familiar  complications  of  this  affection;  first, 
on  account  of  their  frequency,  and  secondly,  because  their  recognition,  partly 
by  means  of  the  Rontgen  rays,  and  partly  by  local  surgical  treatment  which 
frequently  permits  direct  inspection  of  the  open  joints,  has  led  to  more  accu- 
rate knowledge  of  them.  They  occur  spontaneously  as  well  as  in  consequence 
of  trauma  which  may  be  extremely  slight,  for  they  occur  even  in  bedridden 
patients  who  can  scarcely  move.  Frequently  they  are  of  undoubted  "  rheu- 
matic **  nature,  for  the  tendency  of  hemophiliacs  to  be  affected  by  "  rheumatic 
irritation**  is  very  great.  The  peculiar  relation  which  exists  between  the 
hemorrhagic  diathesis  and  diseases  of  the  joints  will  be  more  closely  consid- 
ered in  the  next  chapter.  In  hemophilic  arthropathies  the  knee-  and  elbow- 
joints  are  particularly  often  implicated.  The  disease  l)egins  with  pain  and 
swelling  which  may  lead  to  stiffness  and  a  position  of  flexion,  as  in  subacute 
arthritic  inflammation,  or  with  a  tumor  albus.  The  diagnosis  is  not  always 
easy,  and  sometimes  can  be  made  only  by  noting  the  other  hemophilic  phenom- 
ena which  have  preceded  the  joint  disease.  The  latter  occurs  most  frequently 
in  isolated  attacks  which  may  be  recognized  by  the  pain  and  swelling  of 
certain  joints  as  well  as  by  fever,  exactly  as  in  the  case  of  polyarthritis 
rheumatica.  The  course  of  the  disease  is  naturally  a  very  chronic  one. 
In  the  majority  of  cases  it  is  young  males  who  are  affected  by  hemophilic 
arthritis. 

F.  Konig  divides  the  arthritic  affection  of  bleeders  into  three  stages :  First, 
the  stage  of  initial  hemorrhage,  the  hemarihros  of  bleeders.  With  proper  care 
the  hemarthros  may  heal  and  the  disease  may  terminate  in  this  stage.  If  this 
is  not  the  case  the  l)l(K)d  acts  as  an  irritant,  more  blood  is  added,  and  a  peculiar 
f6rm  of  inflammation  develops  (second  stage)  which  shows  itself  as  a  pan- 
arthritis, and  which  in  the  pathology  as  well  as  in  its  clinical  symptoms  shows 
great  similarity  to  tuberculosis  of  the  joints.  This  sta^re  is  to  be  designated 
as  the  inflauHiiatory,  the  hemophilic  tumor  albus.  The  third  stage  is  the 
retrogressive,  the  stage  which  leads  to  permanent  deforinity  of  the  joints,  the 
contracted  Meeder  joint  witli  dissolution  of  the  joint  cavity,  adhesions,  and 
displacements  of  the  arthritic  surfaces,  and  iiually  ankylosis  and  deformity 
of  the  joint  ends. 

Kr>ni<,^V  division  apj>ears  to  have  found  general  ae<'(*j»tane(»  among  surgeons. 
The  iirst  stage  is  not  to  be  viewed  as  though  we  were  dealing  with  but  a  single 
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hemnrrhago.  On  the  contrary,  tlie  mo^t  cliaracterit^tic  feature  of  this  stage  is 
the  fact  that  one  or  more  elTusions  of  blood  are  promptly  absorbed  without 
any  extenial  derangement  or  even  diminution  of  funetion  remaining  which 
can  l>e  recognized  by  disturbanee  or  change  in  the  joint;?.  Gwht,  in  Iloffa's 
Clinic,  observefl  in  dilTerent  hemopliilie  youths  quite  a  number  of  more  or  less 
severe  arthritic  heruorrliagts,  either  without  a  determimdile  trauma  or  as  its 
dir€*ct  conser|uence.  The  knee-jVunt,  which  he  men!  ions  as  the  one  most  fre- 
quently affected,  at  times  apj>eared  to  be  enormously  thickened  by  a  large 
ctrusion  which  occurred  very  suddenly,  sometintes  in  from  live  to  ten  minutes. 
Tlie  joint  was  sometimes  in  slight  tlcxion,  at  other  times  also  in  extension; 
sometimes  there  was  pain,  at  otlier  times  none.  Sometimes  the  joint  was  fixed 
and  immovable,  again  the  function  was  not  at  all  disturbed,  A  patient  in 
Hoffa  s  Clinic  had  more  than  45  severe  hemorrhages  in  the  right  knee-joint 
without  suffering  the  slightest  ineoiivenieuce  in  the  use  and  function  of  the 
joint.  The  left  knee-joint  wliieh  was  contracted  had  sustained  about  40  hemor- 
rhages; the  first  39  gave  rise  to  no  injury;  only  the  last  effusion  of  blood 
led  to  jwrmanent  contracture.  If  the  effusion  is  not  absorbed,  the  swelling 
in  the  joint  remains  and  is  not  amenable  to  treatment,  as,  for  instance,  was 
the  case  in  this  last  mentioned  knee-joint  which  led  to  contraction.  Pains 
appear,  and  the  function  is  much  intcrferwl  with.  According  to  Konig  we 
are  then  dealing  with  that  peculiar  form  of  inflammation  (second  stage) 
which,  as  well  in  its  pathology  as  in  the  clinical  symjitoms,  closely  resembJes 
tuberculosis  of  the  joint,  and  wliiuli  was  calknl  by  this  author  htftlrops  tuber- 
fuiosifs  fihrifiosm.  The  picture  of  the  latter  disi?ase  is  sirmdated  even  to  the 
most  minute  detail.  In  such  cases  the  contents  of  the  joint  arc  hcmorrhagico- 
serous  or  serous  with  a  brownish  color.  The  s\Tiovial  intima  shows  swelling 
and 'broi^iiish  discoloration,  and  a  large  number  of  fluctuating,  brownish, 
discolored,  synovial  villi.  The  eoaguia  of  bb^Ml  in  some  areas  may  attain 
enormous  thickness.  The  cartilage  loses  its  white  color  and  its  luster,  and 
shows  a  brownish  discoloration ;  it  is  partially  softened  because  its  upper 
layer  has  been  lost.  It  also  shows  defects  and  unevenncss  in  its  surface  on 
account  of  an  irregular  loss  of  suhstanre.  The  investigation  of  such  joints 
with  the  Huutgcn  rays  has  l>een  describcHl  by  Tiocht  as  follows :  We  recognize 
that  the  lower  end  of  the  femur  upon  the  defonned  side,  in  contrast  to  the 
other  side,  is  decidedly  smaller.  The  differenct-  amounts  to  more  than  1  em. 
The  bones  u}x>n  the  diseased  side  are  atrophic  and  too  permealile  to  the 
Riintgen  rays,  as  may  lie  ret^ngnized  from  the  lighter  color  in  the  skiagram. 
The  epiptiysial  lines  upon  the  femur  and  tibia  do  not  show  ttie  norma!  rounde<l 
edge,  but  they  are  irregular,  serrate<h  with  double  contours,  Upon  the  epiph- 
ysis of  the  femur  anonudous  indentations  are  shown.  While  upon  the  normal 
side  an  open  space  denotes  the  presence  of  normal  cartilage,  and  the  osseous 
ends  of  the  femur  and  tibia  present  their  normal  forms,  the  conditions  upon 
the  diseased  side  are  quite  different:  Corresponding  to  the  loss  of  cartilage, 
a  deci<ledly  decreased  joint  space  is  foimd.  The  ends  of  the  bones  appear 
completely  changed;  the  end  of  ibe  femur  is  serrated  and  irregular;  the 
indentation  normally  kdween  the  ermdvb*s  is  lost,  and  the  intercoudylar  emi- 
nence of  the  tibia  is  irregular  and  extended.    The  recent  losses  in  structure 
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and  the  recent  deposits  fit  each  other.  The  capsular  shadows  tipon  the  inner 
side  of  the  contracted  knee- joint  are  darker  than  upon  tlie  normal  side. 

In  the  case  of  an  older  hoy,  in  whom  remarkahle  changes  had  taken  place, 
the  cartilage  space  in  the  joint  had  disappeared  entirely,  the  tibia  was  markedly 
dislocated  outwardly.  Between  the  hones  adhesions  could  he  seen.  The  rela- 
tions of  the  capsule  could  not  Ije  judt^ed  from  the  picture,  for  at  the  time  the 
plate  was  made  an  enormous  effusion  of  blood  luid  occurred  in  the  joint, 
which  was  revealed  in  the  picture  as  an  oviform  shadow  the  size  of  a  hand. 

In  the  diagnosis  of  blei^der  affections  of  the  joint,  in  accordance  with 
Konig's  views,  Gocht  differentiates  tlirce  groups  as  follows: 

1.  Individuafs  who  are  well-known  bleeders, 

2.  Those  who  have  not  been  known  lo  be  bleeders,  hnt  who  present  charac- 
ieristic  symptoms  of  hemophilia  besides  the  arthritic  affection, 

3.  Those  in  ivhom  neither  the  history  nor  any  prominent  symptom  indi- 
cates the  general  afTection. 

If  there  is  no  history  of  henioyjhilia,  such  as  preceding  severe  liemorrhag(:s, 
the  very  rapid  developuient  of  an  elTusion  into  the  joints  without  noteworlliy 
trauma  and  an  accurate  examination  may  lead  to  the  proper  diagnosis.  The 
pains  are  often  out  of  all  proportion  to  the  severity  of  the  case,  and  the 
function  of  the  implicated  joint  nmy  be  scarcely  impaired.  This  is  especially 
the  case  if  the  patient  is  seen  in  the  first  stage  of  the  disease.  If,  on  the 
other  hand,  a  joint  is  found  in  the  stage  of  inflammation,  the  diagnosis  be- 
conies  more  ditticult,  as  the  clinical  picture  of  the  bleedfr  joint  is  identical 
w*)th  that  of  hydrops  fibrinosus  tuberculosus.  The  difficulty  lies  in  the  fact 
that  the  investigator  rarely  considers  the  possibility  tiuit  he  is  dealing  with 
the  diseased  joint  of  a  bleeder.  For,  if  hemophilia  is  considered  at  all,  an 
error  in  diagnosis  is  virtually  excluded.  The  following  phenomena  point  to 
a  heniophilic  joint:  suliaeute  hemorrhages  and  scleroses  about  the  joints; 
freslily  drvelopi^l  effusions  into  the  joints,  or  heuiorrluiges  under  the  skin 
into  the  musc^les,  etc. ;  last,  and  aliove  alh  the  signs  of  previous  disease  in  other 
joints,  Kfinig  also  declares  that  in  hemophilia  the  patients  are  generally 
youthful  nudes  with  a  conspictious  pallor  of  the  ftice.  This  latter  symptom 
(loci it  *piite  properly  denies,  for^  in  t!ie  first  place,  blcH.^ders  may  show  a 
healthy  color  of  the  face,  and,  on  the  other  hand,  patients  with  tumor  albus 
are  for  the  uiost  part  extremely  pale,  though  of  course  abscess  and  formation 
of  fistula,  which  arc  couim<m  with  tumor  albiis,  are  exceedingly  rare  in 
hemophiliacs.  In  doubtful  tases  one  or  more  injections  of  tubereulin  may 
be  used  for  diagnostic  purposes. 

From  w^hat  has  been  said,  it  is  evident  that  the  recognition  of  a  bleeder's 
joint  may  sometiuies  be  very  easy,  at  other  times  difUcuU  but  still  possible, 
occasionally  impossible, 

Goelit  agrcH^s  with  Tenser  that  those  bleeders  who  d<j  not  suffer  from  disease 
of  the  joints  are  exceptions.  Almost  invariably  tlic  arthritic  alTection  is 
localized  in  one  knee-joint.  This  may  be  due  to  the  fact  that  the  knee-joint 
is  most  expiosed  to  injury  on  account  of  the  great  extent  of  its  surface  and  its 
exposed  position.  The  first  hemorrhages,  as  well  as  the  great  majority  of  the 
later  ones,  are  due  to  external  causes.    Thai  children  are  not  attacked  by 
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hemorrhages  of  the  joints  yyrior  to  learning  fo  walk  is  cxplaineil  by  the  absence 
of  traurtki.  If,  however,  during  the  period  m  which  they  learn  to  walk^  the 
joints  are  brought  into  use  as  well  at*  the  muscles,  the  time  for  hemorrhage 
of  the  joint  has  come,  for  the  physiologic  function  of  the  joint  h  to  l>e  looked 
iipcin  as  a  series  of  tranmatic  inflnences!  Quite  often  surgeons?  nole  the 
apjwa ranee  of  arthritic  hemorrhages  of  the  most  severe  t^'pe  even  though  the 
patient  remains  in  bed,  and  is  apparently  not  exposed  to  the  slightest  external 
injury.  In  such  instances  the  joints  affected  are  those  that  have  been  repeat- 
edly tlie  seat  of  efTusions  of  blood.  Probably  because  of  Ihe  hyperjjlasia  of 
the  synovial  villi,  in  consequence  of  changes  in  the  surface  of  the  cartilage, 
and  on  account  of  the  great  predisposition  to  hemorrhages,  any  slight  motion 
may  cause  a  laceration  of  such  s}Tiovial  villi,  and  so  give  rise  to  severe 
hemorrhages. 

The  (juestion  whetlier  the  predisposition  to  arthritic  hemorrhages  decreases 
with  time  must  generally  be  answered  in  the  atfirnintive.  For,  as  we  have 
already  pointed  out,  according  to  the  general  views  of  hetnophilia,  the  tendency 
to  bleed  declines  in  later  life,  and  disappears  entirely  in  the  aged.  We  must 
likewise  assnnui  that  a  predisposition  to  arthritic  hemorrliages  gradually  de- 
creases, especially  since  the  ehil<!ren  become  less  active  as  they  grow  up  and 
greater  eare  is  taken  to  prevent  injuries.  Another  point  which  Ctochi  also 
considers  in  his  observations  is,  whether  the  joints  finally,  in  consequence  of 
pathologico-anatomieal  changes,  lose  their  tendency  to  hemorrhage.  If  a  joint 
enters  the  tliird  stage,  the  retrogressive,  if  destruction  of  the  joint  cavity  has 
developed,  if  the  former  hyperplastic  villi  have  contraetc^I,  or  if  adhesions 
in  tlie  connective  tissue  of  a  eartihiginous  or  osseous  character  have  occurred, 
hemorrhages  will  be  much  rarer,  in  the  first  jilace,  for  anatomical  reasons, 
and,  secondly,  because  irritation  due  to  motion  is  no  longer  present, 

♦Still  another  factor  must  be  considered — the  variation  in  the  individual 
predisposition.  If,  as  we  have  seen,  one  hemophilic  patient  is  capable  of  with- 
standing more  than  45  severe  arthritic  hemorrhages  without  apparently  suffer- 
ing in  function,  while  another  reatlily  develops  a  panarthritis,  it  follows  that 
the  power  to  absorb  the  effusion  of  hlnod  in  the  joints  also  varies  greatly  in 
different  patients.  The  (juestion  of  the  coagulability  of  the  blood  in  the  hemo- 
philiac, which  is  still  open  and  undecided,  need  not  enter  into  this  discussion. 

According  to  fJayet  and  Th.  ITirsch,  the  clinical  phenomena  of  the  arthritic 
affections  of  the  hemophiliac  reseud)le  especially  an  acute  or  suliacute  arthri- 
tis (on  account  of  pain  and  swelling,  fever,  stiffness,  and  the  flexed  position). 
On  the  side  of  pathogenesis,  these  authors  believe  that,  besides  hemorrhagic 
proec*sses,  we  cannot  deny  a  rheumatic  influence  in  the  joint  affections. 

Of  other  compHcaHons,  the  nruropnihir  predl^poditfm  is  to  he  mentioned, 
which  in  some  patients,  chiefly  women,  presents  itself  in  manifold  ways. 
Here  the  hereditary  neuropathic  predisposition  is  especially  prominent.  Ken- 
ralgia  is  a  relatively  frequent  occurrence  in  bleeders,  and  occasionally  neuritis 
has  also  been  noticed.  In  some  cases  a  long-continued  fever  wilhout  local 
changes  has  been  observed.  Finally,  I  must  mention  the  ap|>ea ranee  of  cir- 
cnmscribt^],  harrl,  painful  intxltrations  into  the  skin  and  the  subcutaneous 
connective  tissue^  atove  which  the  skin  remains  unchanged  in  color;  later 


I 


442  THE  HEMORRHAGIC  DIATHESES 

these  may  undergo  the  characteristic  changes  which  occur  in  the  extravasa- 
tions, or  they  may  disappear  without  these  changes. 

LOCAL  HEMORRHAGES  UPON  A  HEMOPHILIC  BASIS 

In  the  last  decade  a  number  of  cases  have  been  published  in  which  the 
common  characteristic  was  a  more  or  less  profuse  hemorrhage  from  a  kidney, 
the  absolute  integrity  of  the  organ  being  determined  either  by  clinical  observa- 
tion or  by  operation.  In  these  important  cases  the  question  arises:  What 
factor  is  the  cause  of  the  hemorrhage?  Although  Lauenstein  published  his 
fundamental  case  in  the  year  1887,  and  a  large  number  of  similar  observations 
followed  (those  of  Sabatier,  Schede,  Anderson  and  Leguen  in  the  years  1889 
and  1890),  only  Senator's  article  ("Regarding  Renal  Hemophilia,"  1891)  can 
be  accorded  scientific,  authoritative  importance.  I  shall  therefore  give  a 
s}Tiopsis  of  the  case: 

A  girl,  aged  nineteen,  in  the  year  1887,  noted  blood  in  the  urine  immedi- 
ately after  menstruation.  The  examination  of  the  voided  hemorrhagic  urine 
at  that  time  showed  a  large  amount  of  hemoglobin  although  no  red  blood- 
corpuscles.  After  the  lapse  of  two  years,  during  which  time  decided  debility 
and  periodic  cough  gave  rise  to  the  suspicion  of  tulxjrculosis,  the  hemorrhage 
recurred;  this  time  it  was  more  profuse,  and  lasted  with  slight  intervals  more 
than  six  months.  The  analysis  of  the  urine  showed  actual  hematuria;  the 
blood  discharged  througli  the  kidneys  differed  but  very  little  from  pure  un- 
mixed bl(x)d.  Toward  the  end  of  February,  1890,  Senator  determined  the 
following:  Patient  is  well  formed,  very  pale,  no  trace  of  emaciation.  The 
internal  organs  present  nothing  abnormal;  lungs  and  kidneys  apparently 
healthy.  I^rination  painless,  perhaps  somewhat  more  frequent  than  normal, 
but  without  tenesmus.  The  urinary  sediment  consists  exclusively  of  erythro- 
cytes; crystals,  pus  and  other  pathologic  constituents  are  absent.  No  fever. 
The  examination  carried  out  under  an  anesthetic  shows  no  changes,  neither 
in  the  kidney  nor  in  the  bladder  nor  in  the  sexual  organs,  but  it  was  demon- 
strated by  means  of  the  cystoscope  tliat  the  l)lood  flowed  from  the  right  ureter. 
After  the  usual  causes  of  hemorrhage,  such  as  stone,  tumor  and  tuberculosis, 
had  been  exclndcHl,  Senator  made  a  diagnosis  of  hemophilia  which  was  con- 
firmed by  the  history.  It  was  ascertained  that  the  patient  was  a  member  of 
a  family  in  which  hemorrhages  occurred  frecjuently.  Four  sisters,  and  a 
brother  airtMl  seventeen,  showed  great  tendency  to  epistaxis;  the  father,  who 
at  the  time  was  (|nite  healthy,  as  a  ehikl  had  been  frequently  attacked  by 
nose  bleed  and  liemoj)tysis  without  showing  any  pnlm(mary  lesions.  Eleven 
brothers  and  sifters  of  the  father  suffer  or  have  suffered  from  epistaxis;  an 
uncle  of  tli<'  j)atient.  who  for  a  long  time  suffered  from  epistaxis,  in  his 
twentieth  year  had  an  attack  lasting  twenty-four  hours,  after  which  purpura 
apjM'ared  over  the  entire  body  and  henuiteme>is  oeeurred;  the  disease  ended 
fatal  I V  after  foiirti'eti  days.  A  second  unele  is  tlu'  father  of  two  children 
who  ha\e  irdi<'rite(l  ej)i>ta.\is  from  him.  Th<»  mother  of  the  father,  up  to 
the  time  of  her  death.  nien>trnated  profusely,  rnquestionably,  therefore,  the 
})atient  was  a  member  of  a  blee<ler  family.     Although  no  symptoms  of  hemo- 
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phUia  had  previously  appeared.  Senator  believes,  in  the  absenee  of  other 
causes,  tiiat  he  may  a.ssiniie  a  hematuria  of  hemophilic  origin.  The  continued 
hemorrhage  resulted  in  a  severe  anemia  which  resisted  all  internal  remedies, 
and  for  this  reason  nephrectomy  was  proposed  and  performed.  The  organ 
was  laid  bare  and  removed,  although  apparently  unchanged.  The  further 
eourse  of  the  disease  wils  vury  favoralOe,  ITpon  the  second  day  after  the 
operation  the  blood  disappeared  from  the  urine  and  never  recurred  Four 
weeks  later  the  patient  left  the  hospital  entirely  welh  The  e-xamination  of 
the  extirpated  kidney  showed  small  inflammatory  foci  and  extravasations; 
otiierw'ise  tlie  organ  was  absoUitely  normal. 

1  sludl  atJd  to  tliis  two  other  analogous  cases  observed  in  v.  Leyden*s  clinic 
and  descril>ed  by  G.  Klempercr: 

1.  A  man,  aged  thirty-five,  admitted  to  the  clinic  on  the  15th  of  April, 
1SJ>3.  The  fatlier  of  the  patient  dird  of  enteric  fever,  the  mother  is  living 
and  since  earliest  childhood  has  sn tiered  from  frcf]ucnt  subcutaneous  hemor- 
rhages and  nnirked  bleeding  even  after  insignificant  injuries.  A  brother  died 
of  hemorrlmge  dnring  an  amputation.  Another  brother  of  the  patient  is  jilso 
predispr»seil  to  hemorrhages.  The  patient  himself,  immediately  after  birth, 
had  a  severe  lunnorrlioge  from  the  umbilical  cord.  In  childhood  hemorrhages 
frei|uently  occnrri^l  from  the  nose  and  other  parts  of  the  body  after  insignifi- 
cant trauma.  From  his  third  year,  he  suffered  from  swelling  of  the  joints 
of  the  up]>er  and  lower  extremities.  As  a  rule  these  swellings  oeciirrcd  snd- 
denly  witJioiit  eiviise,  usually  early  in  the  morning:  they  were  extrenn  ly  pain- 
ful, but  often  disoi^pearcil  on  the  same  evening;  complete  motility  of  the  limbs, 
however,  did  not  return  until  s<:>me  months  after  the  attack.  At  fifti^^n  the 
patient  had  a  fraetnre  of  the  thigh  and  severe  stibcutaneous  hemorrhages  de- 
hiywl  normal  recovery.  His  first  attack  of  bematnria  occurred  at  sixteen, 
accoiiiiuinicd  by  dull  fmin  in  the  right  renal  region,  which  soon  became  colic- 
like;  this  was  followed  by  natrsea  and  vomiting.  The  urine  was  of  a  lilocxly 
red  or  black  color.  This  condition  lasted  for  several  months,  the  hemorrlniges 
recurring  at  intervals  of  from  six  months  to  two  years.  One  attack  of  heuia- 
tnria  lasted  thirteen  weeks.  The  patient  did  not  seek  professional  iiid.  as 
he  lielievfd  himself  to  be  a  Weeder,  and  looked  u{K>n  the  hematuria  as  a  symp- 
tom of  the  general  affection.  During  the  attacks  he  remained  quiet,  and 
relieved  the  pain  by  large  dose.s  of  morphin  which  had  first  been  used  at  the 
time  of  tbe  enlargement  of  tire  joints.  The  patient  came  to  the  clinic  princi- 
pally for  the  treatment  of  liis  morphinism.  He  is  pale,  nervous;  the  internal 
organs  are  nonnah  Upon  the  fourth  day  after  admission  a  renal  hemorrhage 
occurred  which  lasted  for  two  weeks.  The  urine  contained  pure  blood.  The 
patient  was  discbargt^d  cured  ni)on  the  15th  of  May,  1S*)3,  Toward  the  end 
of  bis  stciy  in  tbe  hospital  two  hemorrhages  into  tbe  wrist-joints  occur rt^l. 
Subsequently  this  hapix^ntnl  ijuite  frecjuently.  Up  to  March,  1806,  the  hema- 
turia harl  not  recurred. 

2.  The  other  ease  was  that  of  an  offieia!  aged  twenty-six  years,  the  history 
showing  bnt  slight  hereditary  predisposition.  Tbe  patient  himself  was  a 
bleeder.  From  the  age  of  sixteen,  almost  every  year  attacks  «*f  hematuria 
occurred,  which  occasionally  were  repeated  several  times  in  the  year,  and  lasted 
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for  hours  or  weeks.  With  these  the  patient  had  insignificant  pain  in  the 
right  renal  region.  He  consulted  a  physician  only  when  a  hemorrhage  lasted 
longer  than  eight  days.  Upon  the  2d  of  November,  1895,  pain  occurred  in 
the  right  renal  region,  and  upon  the  9th  of  November  he  voided  bloody  urine. 
Examination  showed  nothing  abnormal;  no  pathologic  constituents  except 
blood  were  found  in  the  urine.  In  spite  of  numerous  remedies  the  hemorrhage 
continued,  and  the  anemia  constantly  became  more  marked.  Upon  the  28th 
of  December  all  drugs  were  stopped,  and  hydrotherapy  was  begun.  The 
patient  had  a  bath  each  day  lasting  ten  minutes,  followed  by  affusions  to  the 
renal  region.  The  bath  was  l)egun  at  a  temperature  of  95°  F.,  the  water  being 
gradually  cooled  to  75.2''  F.  The  affusions  were  at  a  temperature  of  82.4**  F. 
to  60.8°  F.  Gradually  the  hemorrhages  became  slighter,  and  the  urine  finally 
cleared.    Upon  the  15th  of  Januarj'  the  patient  left  the  clinic  cured. 

A  fourth  case  is  published  by  S.  Grosglik :  "  Ueber  Blutungen  aus  anatom- 
isch  unveranderten  Nieren"  (Sammlung  klin.  Vortrdge,  Nr.  203).  An  army 
officer,  aged  thirty-six,  of  a  bleeder  family  on  both  paternal  and  maternal  sides. 
The  patient  was  of  healthy  appearance,  but  suffered  frequently  from  marked 
epistaxis  and  hemorrhage  from  the  rectum.  In  September  and  December, 
189(),  he  had  severe  hematuria  for  which  clinically  no  cause  could  be  assigned. 
As  the  patient's  history  was  unknown  at  that  time,  the  diagnosis  wavered  be- 
tween a  beginning  tumor  and  tuberculosis  of  the  kidney.  After  an  obser\'a- 
tion  of  six  months,  as  no  further  point  of  support  could  be  determined  for 
either  diagnosis,  and  after  the  patient  had  related  his  family  history,  Gros- 
glik made  the  diagnosis :  "  Idiopathic  renal  hematuria  upon  a  hemophilic 
basis." 

In  otiior  cases  of  "  nephralgie  hematurique ''  in  which  the  hematuria  could 
not  be  assigned  to  a  hereditary  hemophilic  constitution,  it  has  been  assumed 
that  tlie  cases  were  due  to  vasomotor  or  traumatic  renal  hemorrhage  (i.  e., 
due  to  corporeal  over-exertion).  Accordingly,  varieties  of  hemophilic  vaso- 
motor and  traumatic  renal  hemorrhage  might  be  described  in  which  the  possi- 
bility of  otiier  causes  for  hemorrhages  than  an  anatomical  substratum  could 
not  be  excluded. 

In  regard  to  the  diagnosis,  if  there  is  no  enlargement  of  the  kidney,  and 
if  the  composition  of  the  urine  and  the  accompanying  symptoms  do  not  favor 
an  organic  affect  ion,  the  following  facts  are  of  importance:  The  proof  of  a 
hereditary  ]ietiio})hilic  j)redisposition,  a  preceding  exertion,  or  disturbances  of 
the  nervous  system  (hysteria,  neurastlienia,  etc.)  by  which  the  vasomotor 
center  for  the  kidney  might  he  implicated.  If  the  history  reveals  anything 
positive,  the  dia^niosis  of  (essential  lieniaturia  heroines  likely.  It  only  becomes 
certain,  liowever,  v>'hen,  after  prolonged  observation,  no  distinct  signs  of  ana- 
tornienl  clian're  have  aj)|)eared. 

1'he  treatment  of  henioj)hilic  renal  hemorrhage,  according  to  Grosglik, 
shoidd  he  expectant.  If  the  course  of  the  affection  is  severe  internal  remedies 
an*  ]K>\v<'rless,  and  if  tli<'  hemorrhage  threatens  to  prove  fatal  the  bleeding 
kidney  Miu>t  he  H'tnoved  as  soon  as  po>sihle.  In  so-called  vasomotor  renal 
heniorrha;:e.s  tlie  diagno>is  should  he  immediately  confirmed  by  surgical  inter- 
ference, which  should  not  only  embrace  the  exposure  and  palpation  of  the 
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organ  but  also  an  incision  into  the  kidnov,  and  a  minute  investigation  of 
the  piirenf!hynia.  If  the?  incised  kidney  is  found  to  hu  anatornifully  UTiclianged, 
it  shoiihl  ht!  ilusi'd  by  suture  and  n'plaei'd.  If  tliis  proeediirc  affords  no  relief, 
a  seenurkry  oeplireotoniy  is  to  be  performed.  Primary  extirpation  is  not 
warranted  in  tliei^e  ca.se8. 

How  little  data  the  exploration  of  an  incised  kidney  in  vivo  may  furnish, 
Zondek  recently  demonstrated  in  a  discussion  before  the  Society  of  Internal 
Metlicine,  when  he  arrived  at  the  following  eonclnsions: 

1.  Even  in  a  kidney  laid  open  by  operation  the  presence  of  a  small  stone 
cannot  be  excluded  with  certainty. 

2.  Even  when  surgical  exploration  of  tlie  organ  gives  a  negative  result, 
inflammatory  changes  of  the  renal  tii^sue  may  be  due  to  a  8tone  in  a  con- 
cealed calyx. 

3.  Complete  proof  of  the  diagnosis  of  angio-neurotic  hemorrhage  from  the 
kidney  necessitates  the  most  careful  investigation  of  the  entire  kidney  after 
it  has  been  removed  from  the  body,  and  also  of  the  nreter  down  to  its  point 
of  entrance  into  the  bladder, 

Harris  (Philadelphia  Medical  Journal,  March  19,  1898)  puhlished  two 
cases  of  "essential  ^'  renal  hematuria.  In  one  of  the  patients  the  kidney  was 
exposed.     In  both  caseg  the  heinorrhage  ceased. 

Harris  has  eollectetl  l(i  simihir  cases  from  Hterature^  The  majority  of  the 
patients  were  cured  by  simple  nephrotomy.  He  comes  to  the  following  con- 
clusions: 1,  Henal  hemorrhages  occur  in  which  none  of  the  usual  causes,  acute 
nephritis,  tuberculosis,  sepsis,  neoplasms,  malaria,  etc.,  are  present,  2.  The 
pathological  changes  arising  in  the  kidney  are  unknown  to  us.  3.  These  liema- 
turias  are  not  controlled  by  ordinary  styptics.  4.  If  tonics,  cold  baths,  etc., 
are  without  etfeet,  nephrotomy  must  be  performe*:!*  5.  Prinmry  nephrectomy 
is  in  no  wise  indicated. 

J.  Israel  wTites  on  the  curative  influence  of  reual  incision  in  cases  of  uni- 
lateral colic  and  unilateral  renal  hemorrJuiges  in  the  obscure  pathologic  condi- 
tion which  up  to  the  present  has  been  called  nephralgie,nephralgie  hematurique, 
renal  hematuria  without  known  lesions,  essential  or  angio-neurotte  renal  hemor- 
rhage, all  of  which, according  to  his  investigations, most  frcrjucntly  depend  upon 
chronic  inflammatory  changes  of  the  kidney,  XTp  to  the  year  181*8  he  had  ojier- 
ated  upon  14  cases  of  this  kind.  Five  kidneys  w^ere  examined  niicroscf>pically, 
and  four  of  these  showed  ditferent  forms  of  nephritis*  In  eight  of  the  remain- 
ing nine  patients,  microscopic  investigation  of  tlie  kidneys  showe<l  organic 
changes.  Of  the  fourteen  cases  treated  by  nef>hrotomy  thrc^^  died,  of  whom 
two  had  severe  bilateral  nephritis ;  six  were  completely  and  permanently  cured  ; 
three  after  apparent  recovery  suffered  from  mild  relapses  of  varying  duration; 
in  two  patients  the  operation  w^as  designated  as  useless. 

Israel  has  sumnu^I  up  the  important  knowledge  obtained  horn  these  oltser- 
vations  in  the  following:  1.  There  are  cases  of  unilateral  nephritis.  2.  There 
are  eases  of  renal  colic  due  to  nephritis  which  may  completely  simulate  colic 
from  calculi.  3.  There  are  cases  of  bilateral  nephritis  wliich  pr^n^uee  only 
unilateral  colic.  4.  There  are  cases  of  severe  nephritis  with  absence  of  albu- 
min in  the  urine  and  absence  of  easts.     5.  The  urine  may  be  free  from  albumin 
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in  spite  of  a  profasion  of  hyaline,  granular  and  epithelial  casts.^  6.  There 
are  csbiea  of  nephritis  with  paroxysmal,  profuse  hemorrhages.  7.  Xephritie 
hemorrhages  may  occur  and  run  their  course  with  or  without  colic ;  the  hemor- 
rhage is  not  the  cause  of  the  colic.  Both  phenomena  are  the  results  of  renal 
congestion.  8.  A  great  number  of  pathologic  conditions  designated  up  to 
now  as  nephralgie  hematurique  are  to  be  referred  to  nephritic  processes.  9. 
Incision  into  the  kidney  in  many  cases  influences  the  nephritic  process  and 
its  symptoms  favorably. — In  a  lecture, "  Hemorrhage  from  a  Xormal  or  Appar- 
ently Normal  Kidney,"  Naun^-n  in  the  main  agrees  with  Israel  that  interstitial 
nephritis  is  the  most  frequent  cause  of  this  form  of  renal  hemorrhage. 

Pousson  in  two  cases  of  apparently  spontaneous  renal  hematuria  extirpated 
the  affected  kidney.  The  microscopic  examination  of  the  congested  kidney 
revealed  inflammatory  foci  in  the  renal  cortex  without  other  abnormalities. 
Poirier  and  Picque  advise  in  such  cases  only  the  operation  of  nephrotomy,  as 
frecjuently  the  other  kidney  also  presents  signs  of  chronic  nephritis.  In  con- 
trast to  this  Kegnier  Ixjlieves  that  in  such  cases  we  are  invariably  dealing  with 
a  Ixjginning  renal  tuberculosis  ( ?) ;  he  therefore  strongly  advises  early 
nephrectomy. 

HofbaiKT  (Miiih,  a.  d.  Grenzgeb.  d,  Med.  u.  Chir.,  1899,  Y,  3)  describes 
a  case  of  essential  unilateral  hematuria  in  a  girl  aged  thirteen:  It  was  espe- 
cially difficult  to  determine  in  this  case  the  etiology  of  the  hematuria  which 
had  pcirsisted  for  two  years.  It  had  appeared  without  an  assignable  cause,  and, 
in  spite  of  this  great  duration,  had  produced  no  sequelae  with  the  exception  of 
anemia  and  its  consequences.  The  examination  of  the  urine  revealed  no 
pathological  constituents  except  an  admixture  of  blood.  Upon  cystoscopy  the 
urinary  bladder  was  found  normal ;  the  blood  was  seen  to  exude  from  the  left 
ureter  while  from  the  right  ureter  clear  urine  was  being  excreted.  No  signs 
upon  palpation.  An  exact  clinical  diagnosis  was  not  made.  On  account  of 
marked  loss  of  blood  there  was  an  exploratory  incision  only ;  this  did  not  fur- 
nish the  hoped-for,  absolute  certainty.  On  exposure,  the  kidney  was  found  to 
l>e  normal  in  size,  and  palpation  revealed  no  pathologic  changes. 

When,  to  facilitate  more  exact  inspection,  the  kidney  was  drawn  forward, 
a  laceration  of  one  of  the  larger  vessels  made  extirpation  necessary.  The 
hemorrhage  ceased.  Recovery  followed.  Macroscopieally,  the  kidney,  the 
renal  pelvis,  and  the  ureter  were  perfectly  normal.  Microscopical  investiga- 
tion of  the  extirpated  organ  revealed  a  chronic  glomerular  nephritis.  In  this 
case  tlie  diuresis  following  the  nephrectomy  was  very  interesting.  The  amount 
of  urine  a  few  days  after  the  operation  not  only  ecjualled  the  former  amount 
but  decidedly  <*xeeeded  it. 

In  1(S!M  Senator,  in  his  ease  of  renal  hemophilia  (Brrlinrr  Jclin.  Woch- 
rnsriir.,  1S!)1,  Xr.  1),  tested  the  activity  of  the  remaining  left  kidney.  For 
tbis  pur[)()se  he  examined  the  urine  daily  for  four  we(^ks  from  the  second  day 
after  nephrectomy,  in  regard  to  amount,  speeifie  gravity,  and  its  contents  of 

>  I  -^iHnild  lik"  to  remark  in  this  connect  ion  tluit  upon  the  occiiRion  of  the  Tenth 
Con^rn-ss  (»f  Internal  Medicine  in  ISOl,  when  I  (h'nionst rated  tlie  centrifuge  in  Wiesbaden 
for  the  first  time.  I  caHed  attenti<m  to  the  fact  that  ''casts  occur  quite  frequently  in 
urine  free  from  albumin,  and  can  scarcely  be  looked  upon  as  pathological." 
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nitrngen.  Tho  reaction  was  always  acid.  With  tlio  exception  of  the  first 
day  ii|H>n  wliieli  tlio  urine  still  eontaineil  some  liloml,  and  upon  tlic  sneeoeding 
day  wtien  a  small  aninunt  nf  all>umin  was  present,  abnormal  constituents  were 
never  noteii  Tlic  examination  for  nitrogen  was  condncfed  aeeordinsf  to  the 
well-known  process  of  Kjeldahl,  and  several  times  urea  was  estimated  aecord- 
ing  to  Pfliiger's  modifieation  of  Lieliig,s  method.  It  was  shtiwu  from  tlie 
table,  published  in  Senator's  reyiort  of  his  ease,  that  immci^liatelv  afier  the 
operation  the  remaining  left  kidney  performed  all  the  work  of  both  kidneys, 
perhaps  at  first  functionating  even  a  little  more,  for  a  daily  excretion  of 
nitrogen  of  over  li*  grams  (sueh  as  was  s<^en  in  this  case)  is  the  normal  for 
an  adult  person  witli  a  plenliful  supply  of  food,  and  for  a  young  girl  in  sneb 
a  conditifui  (lessened  amount  of  food  after  the  operation)  is  a  decided  and 
abnormal  increase. 

Flodi'rus  in  T^^nnanders  Clinic  observed  a  ease  of  renal  hematuria  with 
niaerosi-opieally  unehanged  kidneys,  lie  examined  mieroseopieally  ttie  kid- 
ney extirpated  by  Ijennander,  and  demonstrated  a  disseminatnl  sclerotic 
glomerulitis  with  advancing  sclerosis  in  the  adjacent  connective  tissue,  also 
fatty  degeneralion  and  atrophy  of  the  epithelium.  Tn  conset]uence  of  this 
finding  Moderns  studied  minutely  the  previotisiy  published  eases  of  so-ealletl 
essential  renal  hemorrhage,  lie  divides  these  cases  into  the  five  following 
groups : 

1.  Renal  hemorrhage  in  hemophilia. 

2.  Kenal  hemorrhage  due  to  vasomotor  disturbance. 

3.  Ileujaturia  from  nu^ehaniea!  causes. 

4.  Hemorrhage  from  kidneys  which  are  the  seat  of  nephritic  processes. 

5.  Imperfectly  described  eases  of  essential  renal  hemorrhage. 

After  these  literary  deductions  Floderus  enters  upon  a  discussion  of  most 
of  the  cases  publisherh  minute  re|>orts  of  which  are  entirely  lacking.  For 
this  reason  the  last  group  must  include  the  majority  of  the  cases  assigned  to 
the  four  other  groups.  His  criticism  of  the  castas  describtnl  in  literature  |>er- 
mits  the  assumption  that  in  scarcely  a  single  instance  was  the  blealing  kidney 
shown  to  be  intact  bistologically. 

In  a  woman  aged  forty-tive,  who  for  two  years  and  six  months  suffered 
from  a  left-sided  renal  hematuria,  do  Keersmaeeker  performetl  nephrectomy. 
The  kidney  revealed  interstitial  and  pafenebyrnatous  inflammatory  nephritis 
(with  iieiufjrrbage ) . 

Hovsing  has  written  a  long  article  regarding  unilateral  hematuria  of  ques- 
tionable origin  and  its  treatment  by  nephrectomy. 

Before  making  the  diagnosis,  "  hemorrhage  from  normal  kidneys "  we 
must  determine  l>y  all  meth*nls  al  our  couiTuand:  L  That  the  hemorrhage 
actually  originates  from  the  kidney;  2.  That  all  pathologieo-anatomieal 
changes  which  may  l>e  assumet!  to  be  the  cause  of  renal  hemorrhage  are  ahBO- 
lutely  excluded.  The  cases  published  may  he  divided  into  two  groups:  1, 
The  cases  treated  exclusively  by  medication;  2.  The  cases  in  which  the  kidney 
was  directly  pal[iated  by  operation,  was  incised,  or  w^as  removed.  Only  the 
last-named  cases,  of  which  Rovsing  co!!ectc<^l  reports  of  13,  are  of  particular 
importance.     In  all  of  these  observations  the  authors  unanimously  state  that 
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they  were  unable  to  find  any  material  or  assignable  cause  for  the  hemorrhage; 
while,  from  the  circumstance  that  the  hemorrhage  ceased  after  operative  in- 
terference, whether  by  a  simple  exploration,  a  nephrotomy  or  a  nephrectomy, 
proof  was  given  that  the  hemorrhage  actually  arose  from  the  kidney  in  ques- 
tion. For  the  explanation  of  the  hemorrhage,  therefore,  the  assumption  of  a 
"  local  hemophilia  "  or  an  "  angioneurosis ''  is  in  these  cases  held  sufficient. 

If,  however,  the  published  clinical  histories  are  critically  examined,  we 
arrive  at  the  conclusion  that,  as  a  matter  of  fact,  in  by  far  the  majority  of 
cases,  pathological  conditions  of  the  kidney  or  of  the  pelvis  of  the  kidney 
might  have  been  determined  which  would  explain  the  hemorrhage.  Finally, 
in  the  cases  in  which  the  kidney  has  been  found  apparently  normal,  the  pos- 
sibility was  not  considered  that  the  starting  point  of  the  hemorrhage  was  not 
in  the  kidney  substance  at  all,  but  in  the  pelvis  of  the  kidney,  or  in  the  ureter. 

Rovsing  communicates  four  personal  observations,  in  three  of  which  patho- 
logical changes  were  observed,  and  comes  to  the  following  conclusions:  1. 
Many  of  the  ])ul)lished  cases  of  hemorrhage  of  nervous  origin  do  not  stand 
the  test  of  critical  analysis,  as  in  some  of  them  pathological  conditions  were 
actually  present  which  very  readily  explain  the  hemorrhage,  while  in  other 
cases  the  investigation  was  not  thorough  enough  to  exclude  other  affections, 
not  only  thos(»  of  the  kidney  but  also  those  of  the  bladder,  as  cystoscopy  was 
not  performed  to  determine  the  origin  of  the  hemorrhage  from  only  one  ureter. 
2.  'J'hore  is  no  d()u])t  that  in  a  number  of  cases  of  hematuria  from  normal 
kidneys,  dislocation  of  the  kidney  with  torsion  of  the  pedicle  or  kinking  of  the 
ureter  ])ltiys  an  important  role.  3.  The  first  case  mentioned  by  Rovsing  dem- 
onstrates the  fact,  unknown  till  then,  that  lacing  and  the  pressure  of  a  corset 
may  directly  cause  very  marked  disease  of  the  kidney.  4.  After  a  careful 
sifting  of  the  cases  a  few  still  remain  in  which  decided  hemorrhage,  which 
was  ])r()ved  to  originate  from  one  ureter,  disap])cariHl  permanently,  although 
the  exploratory  incision  of  the  kidney  in  question  showed  no  demonstrable 
j)atliologic  changes.  5.  Such  cases  are  so  rare  that  they  may  be  considered 
])urely  as  exceptions,  and  since  serious  disease  can  never  be  excluded  clinically 
as  a  cause  for  obscure  cases  of  hematuria,  in  all  doubtful  cases  an  exploratory 
lumbar  incision  should  be  made,  especially  since,  according  to  experience,  this 
may  have  a  curative  effect  upon  the  hematuria. 

In  the  first  session  of  the  Fourth  French  Congress  for  Urology  (Octolx?r, 
ISli!))  a  symposium  upon  '*  essential  hematuria''  took  place.  Malherl)e  and 
hc<rueu  mnintaiiic<l  that,  besides  hemorrhages  occurring  in  tuberculosis,  car- 
cinoma, and  lithiasis,  a  so-call(Ml  essential  hematuria  had  also  })een  descrilKnl 
which  is  a])parcntly  iixlependent  of  disease  of  the  urinary  organs.  In  an 
accurate  analysis  of  the  cases  pul)lishe<l  up  to  that  time,  particularly  tliose  cases 
which  had  been  pathologico-anatomically  investigated,  ])athological  changi^ 
Were  almost  invariably  noted  even  though  often  slight,  for  example,  calcareous 
incrustation  of  a  ])yramid.  or  slight  tuberculous  <lisease.  The  most  frcijuent 
cause  of  so-called  "essential  hematuria"  is  evidently  chronic  nephritis.  The 
([uite  insignificant  sclerosis  of  the  renal  ])arenchyma,  as,  for  instance,  after 
contu>inii  of  the  kidney,  in  floating  kidrny,  and  in  ])regnancy,  may  remain  uni- 
lateral, and  not  necessarily  give  rise  to  further  symptoms  of  Bright's  disease. 
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The  assumption  of  a  ^niemaplxilie  ''  and  an  '*  an^io-neurotio  ^'  hemahiria  is  not 
justifiable.  **  On  pent  dire,  qu'il  n'y  a  pa;^  (riitauatiirie  es^^entielle:  toutes  les 
lieumturie^  soiit  Bymptomatiqnes  et  relevent  crime  cause  generale  (toxique  ou 
infeotieuse)  ou  triuie  afTection  renale," 

Tedenat  aim  questions  the  occurrence  of  true  essential  hematuria.  His 
own  experiente  relates  to  four  case^s  of  ^vhieh  two  were  very  proba])ly  con- 
nected with  neplirolithiasis;  nephrotomy  produced  a  cure.  In  another  case 
tlie  h(*mnrrhaf,'e  ceased  after  the  removal  of  a  small  hydatid  cyst  of  the  kidney. 
In  the  fourtli  case  the  cause  of  the  hematuria  was  a  carcinoma  of  ttie  cohm 
compressing  the  ureter^  after  the  removal  of  which  the  hemorrha^tfes  peruia- 
nently  ceased, 

Pousson  also  denies  the  existence  of  essential  hematuria;  he  calls  atten- 
tion particularly  to  the  hemorrhages  which  re.su It  from  the  retention  of  urine, 
in  consef|nence  of  floating  kidneys,  or  from  other  causes.  For  instance^  he 
observcil  an  apparent  renal  hematuria  in  a  patient  in  whom  there  was  at  the 
left  renal  opening  of  the  ureter  a  mucous  meud>rane  valve  which  caused,  from 
time  to  time,  a  more  or  less  complete  retention  of  urine.  After  division  of 
the  valve  and  fixation  of  the  kidney  the  hemorrhages  ceased.  In  another  case 
a  stone  eml>edded  in  the  mouth  of  the  ureter  produced  the  hemorrhage. 

In  this  connection  Alharran  remarks  that  the  cases  of  iso-called  essential 
hematuria  may  be  divided  as  follows:  1.  Hematuria  in  iloating  kidney;  2.  In 
hydronephrosis;  3,  Hematuria  in  early  stages  of  chronic  nephritis.  Seven- 
teen cases  of  this  latter  form  are  already  mentione<I  in  literature.  He  adds 
another  case  occurring  in  a  patient  aged  fifty-three.  The  hemorrhage  ceased 
after  nephrotomy.  The  diagnosis  of  ditTuse  parenchymatous  and  interstitial 
nephritis  was  confirmed  by  the  microscopical  examination  of  an  excised  por- 
tion of  the  kidney.  Boursicr  emphasizes  that  so-called  essential  hematuria 
may  for  a  long  time  be  the  only  symptom  of  a  ncphrolithia^sis.  In  the  urate 
and  oxalate  diathesis  severe  hematuria  is  also  observed  without  any  stone 
being  present ;  it  may  be  that  the  small  crystals  produce  an  irritation  of  the 
renal  parenchyma  and  so  eventually  lead  to  periixlic  hematuria. 

Hamonic  calls  attention  to  hematuria  as  a  premonitory  symptom  of  cer- 
tain renal  alTections  (parenchymatous  nephritis,  nephrolithiasis,  tuberculosis, 
carcinoma ) . 

Galland-tileize  also  confirms  this  fact.  lie  communicates  reports  of  four 
cases  in  which  for  a  year  and  a  half  to  seven  years  hemorrhage  had  preceded 
the  disease  later  determined  (kidney- hi  adder  stone,  tumor  of  the  bladder). 

Loumeau  agre<js  with  those  who  do  not  believe  in  essential  liematuria  ex- 
cept when  the  microscopic  investigation  demonstrates  that  the  "  renal  epi- 
thelium'* is  normal.  But  we  should  refjuire  even  more  than  tin's;  not  only 
the  integrity  of  the  epithelium  but  also  that  of  the  entire  parenchyma  should 
he  determined  after  a  portion  of  the  kidney  has  lK>en  excised  and  examineii. 
This  will  be  still  insuflicient  for  an  anatomical  diagnosis,  as  the  pathologic 
process  is  not  always  uniformly  distributed  over  the  entire  organ.  But,  apart 
from  the  actual,  diffuse  disc»ase  of  the  kidney,  this  objection  is  much  more  valid 
for  those  diseases  of  the  renal  tissue  which  arise  from  a  focus,  such  as  a  stone, 
etc.     Here  the  investigation  of  one,  or  even  of  several,  portions  of  the  kidney 
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might  show  perfectly  normal  conditioiL^,  while  in  the  immediate  vicinity  of  the 
excised  portion  changes  might  have  taken  place  which  gave  rise  to  (he  heraor- 
rhage ! 

Pasteaii  has  c!c8crihed  a  t\'pical  case  of  so-called  essential  hematuria  in 
floating  kidney.  Here  the  hemorrhages  were  connected  with  severe  attacks  of 
renal  colic,  and  were  permanently  relieved  hy  nephropexy. 

In  opposition  to  many  other  authors,  Castan  hcHeves  in  an  artual  essen- 
iial  hernaiunf},  as  a  proof  of  whieli  he  mentions  the  following  iiipical  case: 
A  woman^  during  the  menopause,  and  for  a  period  of  several  months,  had 
very  profuse  hematuria  without  the  slightest  symptom  of  nephritis  being  evi- 
dent. Complete  and  permanent  cure  was  effected  hy  means  of  haths,  massage, 
etc,  Tn  Castan' s  opinion,  a  distnrl>ance  of  menstniatinn  nuiy  cause  the  rofen- 
tion  in  the  hody  of  certain  toxins  which,  without  causing  deu^nustrahle  disease 
of  the  renal  parenchyma,  may  give  rise  to  hematuria.  To  this  category  the 
hematuria  of  the  pregnant  also  helongs :  *^  La  femme  est  eu  4tat  de  toxh6mie 
perniauente,*' 

Gnyon  declares  that  among  the  causes  of  severe  threatening  renal  hemor- 
rhages congestive  conditions  occupy  the  front  rank.  The  kidneys,  however, 
macroscopically  and  microscopically,  may  present  no  dianges  to  explain  the 
congestion,  lie  admits,  of  course,  that  renal  hemorrhages  may  be  due  to 
inflammation,  neoplasms,  stone,  etc.  Gnyon  rnentinus  cases  of  profuse  con- 
gestive renal  hemorrhages  in  which  neither  at  tin*  operation  nor  at  the  autopsy 
could  pathological  changes  be  dt^tecied  in  the  kidney.  Especially  noteworthy 
are  three  observations  in  which,  during  pregnancy  and  lactation,  severe  conges- 
tive couiliti^ms  led  to  profuse  renal  hemorrhages. 

Briefly,  tlie  cases  are  as  follows: 

1.  A  woman,  aged  thirty-five,  previously  healthy,  in  the  eighth  month  of 
pregnancy  voided  for  fourtc*en  days  urine  of  a  coffee-brown  color,  Tn  the 
eighth  month  of  her  third  pregnancy  hematuria  recurred  and  laste<l  for  three 
weeks.  During  this  pregnancy  tliere  were  no  signs  of  nephritis.  Three 
months  after  this  last  lal>or,  sudden,  severe,  continuous  hematuria  appeared^ 
and  deliilitated  tlie  patient  greatly.  There  was  a  discharge  of  coagula,  with 
severe  pain  in  the  right  renal  region.  Up  to  this  time  the  patient  had  been 
nursing  her  child.  Upon  advice  she  ceased  nursing  the  child,  m\d  the  hemor- 
rhages immediately  stop[MnL  Right  kidney  somewhat  enlargeil ;  irregular 
ghape.  Diagnosis :  Neoplasm  of  the  right  kidney.  Upon  lumbar  incision  and 
section,  kidney  found  to  be  perfectly  normal.  Suture;  recover}'.  Hemor- 
rhage has  not  recurred, 

2.  Hematuria  in  the  course  of  the  fourth  and  fifth  pregnancies;  otherwise 
perfectly  normal  conditions, 

3.  Severe  hematuria  at  the  end  of  pregnancy;  sudden  stoppage  after  ter- 
mination of  labor. 

The  same  author  mentions  two  other  cases  of  hematuria  during  preg- 
nancy. A  total  of  twelve  cases  of  this  kind  is  found  in  literature.  Guyon 
does  not  believe  that  these  pregnancy  hematurias  are  to  be  looked  upon  as  tme 
essential  hematurias.  Besides  met^banical  causes,  inflammatory  changes  which 
lead  to  congestion  evidently  play  a  great  role. 
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Desnos  has  soen  in  a  liirge  inimbor  of  goniy  patientg  hematuria  which 
either  prec*<3ded  or  followed  the  altaeks  of  gouL  This  gouty  hematuria  was 
either  accompanied  l>y  renal  colic  or  ran  its  course  witliout  pain;  the  condi- 
tion may  be  brought  about  hy  "congestion,"  hut  may  find  its  explanation  fre- 
quently in  the  intluence  of  ^tone. 

On  aeeoimt  of  limitation  of  space,  it  is  impossilJe  for  me  to  discuss  more 
minutely  the  literature  of  the  last  few  years,  and  I  shall  refer  only  to  the 
very  comprehensive  discussion  in  the  Berlin  Society  of  Internal  Medicine  in 
January,  1 M2,  of  the  excellent  article  of  Professor  Senator^  *'  Renal  Colic, 
Renal  Hemorrhage  and  Xephritis/'  which  gives  succinctly  the  views  regard- 
ing these  questions  of  such  prominent  authors  as  Senator,  James  Israel,  G. 
Kleniperer,  and  L,  Casper.  Any  one  desiring  to  learn  the  present  status  of 
this  question  will  find  in  this  source  material  upon  which  to  form  his  opinion, 
although  it  is  impossible  at  this  time  to  state  a  definite  conclusion.  The  sub- 
ject is  still  open  to  discussion,  and  the  coud>ined  labors  of  the  surgeon  and 
the  internal  clinician  will  be  required  to  clear  it  from  all  doubt. 

I  must  emphasize  a  fact  which  is  frequently  observed,  that  in  hemophilia, 
hemorrhages  from  other  parts  of  the  fiody  cease  when  hematuria  occurs. 

Senator  was  the  first  to  throw  light  on  this  dark  subject,  and  it  is  cer- 
tainly owing  to  his  labors  that  some  renal  hemorrhages  have  bei?n  recognized 
as  of  hemophilic  origin.  Although  some  have  doubted  whether,  in  his  casCj 
the  condition  was  actually  renal  hemophilia  or.  on  the  contrary,  hemorrhage 
due  to  another  and,  at  that  time,  unrecognizable  cause,  there  is  much  in  favor 
of  his  view  that  cases  of  hfrftfifarfj  renal  hemophilia  have  bitelv  Ih^^'U  observed 
(Attlee  and  Uuthrie,  St,  Bartliolomew  Hospital  Journal,  Deceml>er,  1901,  and 
The  Lancet,  ^h\y  3,  li)02.  xviii;  compare  also  Senator,  **  Renal  Diseases/'  2d 
edition,  p,  515,  additions).  No  matter  how  we  view  this  condition  it  is  greatly 
to  8enator*s  c  rent  it,  and  will  reuniin  so,  to  have  licen  the  first  to  recognize  the 
just  importance  of,  and  to  throw  the  proper  scientific  light  upon,  the  under- 
lying cause ! 

Hematuria  must  not  l>e  looked  upon  as  the  only  local  hemorrhage  in  hemo- 
philia. Under  similar  circumstances  p  til  mortar  tf  and  gastric  krmorrhfigrs  are 
occasionally  noted  in  bleeders,  at  the  age  of  jmberty  or  even  later,  who  have 
until  then  been  free  from  hemorrhage,  and  for  these  there  is  not  the  slightest 
anatomical  basis.  Cases  of  hematuria  have  awakened  interest  especially  by 
their  being  unilateral,  and  also  because  it  ha«  been  possible  by  operative  pro- 
cedures to  make  an  exact  and  certain  diagnosis  during  life,  which  is  impossi- 
ble in  the  case  of  other  organs,  particularly  of  the  stomach  and  lungs.  In  the 
future  the  diagnosis  of  essential  hematuria  will  necessitate  much  greater 
exactness. 

PROGlfOSIS 

The  prognosis  of  hemophilia  is  unfavorable:  6tl  per  cent,  of  bleeders  sue- 
eumh  before  the  eighth  year  of  life  and  only  11  |>er  cent,  reach  the  twenty- 
second  year.  After  puberty  the  chances  are  somewhat  better;  but,  even  in 
later  life,  a  slight  injury  may  terminate  fatfilly.  In  a  family  in  Finland  in 
fixe  generations  from  a  stock  not  previously  hemophilic  fourteen  male  descend- 
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ants  succumbed  directly  to  hemorrhage.     The  first  symptoms  of  the  disease 
were  noted  after  the  children  had  reached  the  age  of  six  months. 

TREATMENT 

Oeneral  prophylaxis.  On  account  of  the  hereditary  nature  of  the  disease, 
and  in  view  of  the  fact  that  the  affection  is  mainly  transmitted  by  the  female, 
it  is  obvious  that  the  proper  restriction  of  marriage  would  lessen  hemophilia. 
From  considerations  of  this  kind  laws  have  been  framed  in  accordance  with 
which  the  question  of  marriage  in  bleeder  families  should  be  considered.  The 
fundamental  rules,  based  upon  Qrandidier's  rich  experiences  in  this  respect, 
are  as  follows: 

1.  All  females,  members  of  bleeder  families,  whether  they  themselves  are 
bleeders  or  not,  are  to  be  advised  not  to  marry. 

2.  All  male  members  who  themselves  are  not  bleeders  may  unquestionably 
be  permitted  to  marry. 

A  male  ])loeder  is  only  to  be  dissuaded  from  marrying  if  it  can  be  proven 
that  in  his  family  hemophilic  males  have  reared  hemophilic  children,  although 
the  males  in  ([iiestion  married  healthy  women  from  healthy  families. 

A  factor  which  is  said  to  favor  hemophilia  is  the  intermarriage  of  rela- 
tives. Whether  this  is  justifiable  or  not  is  difficult  to  determine.  So  far  as 
we  have  positive  knowledge,  the  conditions  are  the  same  as  in  the  intermarriage 
of  relatives  generally.  There  can  be  no  doubt  that  professional  prohibition 
of  marriage  has  very  little  effect.  The  desire  of  a  hemophilic  family  to  see 
a  daughter  married  may  be  much  stronger  than  the  fear  that  from  the  marriage 
bleeders  may  l>e  born. 

Of  paramount  importance  in  combating  hemophilia  is  individual  prophy- 
laxis. This  is  to  begin  as  soon  as  the  child  is  bom,  and  during  the  years  of 
infancy  it  must  be  very  strict  in  accordance  with  the  experience  that  at  this 
age  the  hemorrhages  of  hemophiliacs  are  especially  prone  to  be  exceedingly 
serious.  In  nurslings  in  whom  there  is  a  suspicion  of  hemophilia,  all  attempts 
to  remove  slight  congenital  d(jfects  are  absolutely  prohibited.  To  this  cate- 
gory belong  the  operations  for  hare-lip,  malformation  of  the  palate,  severing 
the  frenuni  oi  the  tongue,  the  operation  for  syndactylism,  the  removal  of  naevi, 
etc.  Ritual  circumcision  of  the  children  of  Jewish  and  Mohammedan  families 
is  to  be  strictly  ])r()liil)itcd.  In  girls  the  usual  piercing  of  the  lobe  of  the  ear 
for  earrings  must  be  omitted.  Experience  shows  that  vaccination  of  hemo- 
philiacs (Iocs  not  giv(»  rise  to  tlircatiMiing  hemorrhage:  it  may  therefore  be 
practised  in  infants  (an<l  also  re-vaccination)  without  danger.  Great  atten- 
tion must  l)c  paid  to  the  teeth  in  the  children  of  bleeder  families.  The  peri- 
odical observation  of  the  teeth  bv  a  thorough  and  (experienced  dentist,  and 
the  careful  treatment  of  <*ven  the  sliglitest  alTectioiis  of  the  teeth  are  necessary 
in  order  io  })res<Tv«'  them.  In  view  of  the  extreme  danger  of  surgical  operations 
upon  th<"  oral  cavity,  parti<'ularly  extraction  of  the  teeth,  care  must  be  exercised 
to  ])revent  >\uh  operations  in  so  far  as  jmssible  in  cliildren  of  bleeder  families. 
The  a])plication  of  leeches,  blisters,  wet-cuj)^,  in  children  as  well  as  in  adult 
bleeders,  is  to  be  avoided.     When  the  children  begin  to  go  about  by  them- 
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selves^  tticir  plaj  with  other  children  h  to  l)e  watched.  The  nurse  must  he 
instructed  to  see  that  the  children  do  not  injure  themselYe.<;  their  toys  are 
to  be  so  chosen  that  injury  to  the  skin  may  he  avoided.  Hemophilic  ehddren 
must  not  he  chastised.  As  soon  as  the  children  are  intelligent  enough,  they 
and  their  playmates  are  to  be  instructeil  that  injuries  by  falling  or  blows, 
a  prick  with  a  needle  or  pen,  should  be  avoided.  If  the  children  are  sent  to 
school  the  parents  should  inform  the  teacher  that  the  pupil  is  a  member  of  a 
bleeder  family.  It  is  advisable  that  tlie  physician  instruct  the  teacher,  in 
so  far  as  may  he  necessary  for  the  welfare  of  the  child  while  in  schonl,  as  to 
the  symptoms  of  hemophilia.  The  teacher  will  then  understand  !iow  to  con- 
duct himself  toward  a  hemophilic  pupil,  and  what  instructions  he  shoyhil  give 
the  other  pupils  as  to  their  behavior  to  the  bleeder.  Hemophilic  children 
should  not  take  part  in  gymnastic  exercises;  they  should  never  be  subjected 
to  corporeal  punishment. 

In  the  choice  of  an  occupaimn  the  ble^Hiers  arc  limite^I  at  once  by  the  cir- 
cumstance that  in  comparison  with  others  they  are  weak.  Tiiey  must,  there- 
fore»  choose  occupations  in  which  ^reat  bodily  strength  is  unnecessary.  Those 
without  means  should  be  advised  to  become  clerks  or  designers.  Among  the 
lighter  trades  they  should  not  he  taught  those  trades  in  which  slight  injuries 
are  apt  to  occur,  such  as  watch-making,  engraving,  paper-hanging,  and  that 
of  goldsmitli  and  barber.  BU'v^hTs  whose  circumstances  permit  may  with 
advantage  |>ursue  tbc  learned  occupations.  Such  students  should  not  take  part 
in  games,  nor  should  they  l>e  accepted  in  the  army. 

General  Treatment  Hemophiliacs  should  be  placed  on  a  special  diet,  and 
fluids  which  slightly  stimulate  the  vascular  system  (alcohol,  tea  and  coffee) 
are  to  be  avoided.  The  use  of  milk,  lemonade,  orangeade,  etc.,  is  to  he  ad- 
vised. Solid  food  is  to  be  of  the  hi  and  kind  ;  spiced  foods  should  he  prohibited. 
Vegetal>les  (particularly  fresh  vegetables,  fruit,  salads)  are  VjcneJiciaL  The 
general  nutrition  is  to  be  stimulated  hy  baths,  cold  ablutions,  occasionally  sea 
baths,  and  hy  residence  in  the  country. 

Special  Treatment.  Attempts  have  hixin  made  to  control  the  disease  by 
the  administration  of  drugs.  In  a  case  reported  by  Wickhara  Ijcgg,  the  use 
of  iron  ehlorid  is  said  to  have  hrought  about  improvement,  hut  in  a  case  of 
my  own  this  was  inefFectual.  The  following  drugs  have  also  been  tested: 
Mineral  acids,  sugar,  leail  acetate,  magnesium  sulphate  and  sodium  sulphate. 
Of  the  mineral  acids,  chiefly  upon  Wer!hof*s  advice,  sulplnirie  acid  in  the 
form  of  the  elixir  acidi  Halleri  has  iM^en  employed.  The  freshly  expressed 
juice  of  lemons  has  been  warmly  advised.  From  this  the  dei^ply-rooted,  popu- 
lar belief  in  the  lemon  treatu^mt,  and,  in  milder  cases,  (he  orange  treatment, 
has  developed,  in  which  in  a  gradually  increasing  number,  from  one  to  ten 
lemons  daily,  that  is,  their  juice,  are  consumed.  This  "treatment"  is  con- 
tinued for  from  six  to  eight  weeks.  But  iti5  benefits  are  as  slight  as  from  the 
long-continued  w^o  of  Halite's  acid. 

The  salines  arc  ficrbaps  of  use  in  the  sense  that  they  relieve  the  congestive 
conditions  which  play  a  role  in  hemophilia.  General  strengthening  and  tonic 
remedies  have  frequently  l>ecn  resorted  to  during  the  periods  free  from  hem- 
orrhage; and  during  this  time,  and  also  when  any  signs  portend  an  approach- 
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ing  hemorrhage,  ergot,  lead  acetate,  hydrastis  canadensis,  as  wdl  as  opium 
and  HJlver  nitrate,  liave  been  employed  to  combat  the  hemorrbagie  diathesis. 
Upon  the  whole  little  is  to  be  expected  from  the  drug  treatment  of  hemo- 
philifi! 

Kr^arding  th<;  treatment  of  special  hemorrhages  in  the  hemophiliac,  at- 
temptK  niiJHt  fir^t  Ut  made  to  control  the  hemorrhage  by  mechanical  means. 
The  mf'Mi\n:r  in  to  \n:  elevated.  Occasionally  this  alone  is  sufficient-  Secondly, 
the  employment  of  KKral  ntyptics  comes  into  question,  iron  chlorid  and  gelatin ; 
under  mtuuf  circumstances  the  cautery  may  also  Ixj  employed.  Sometimes  we 
»U('A:<^i*\  with  tariifHrns;  sometimes  by  the  application  of  a  rubber  bandage  to 
the  bhx*rling  n\(',m\H:r  and  by  compression  of  the  nearest  large  artery.  Some- 
tJm^fs  th<;  tying  of  a  large  vessc*!  Ijecomes  nc-cessar\'.  Hemard,  to  control  the 
hemorrhage  after  extraction  of  a  tooth,  tied  the  common  carotid  artery. 

1).  Mckenzie  (Hritish  Medical  Journal,  April  27,  1901)  reports  the  occur- 
rence in  a  heriioph iliac  of  an  apparently  uncontrollable  epistaxis  which  yielded 
at  once  to  a  tamjK>n  of  cotton  s^>aked  in  suprarenal  extract. 

H.  Hi'yrnann  (Mnnchenor  med.  Wochenschr.,  1899)  reports  the  case  of  a 
blwdi.T  ag<;<l  twr*nty-''ight,  who,  after  removal  of  the  tonsil,  suffered  from  severe 
h(;morrhage  which  could  not  be  controlled.  Heymann  injected  under  the  skin 
of  the  thfirax  ISO  c.c.  of  a  2.5  j)er  cent,  neutralized  and  sterilized  solution  of 
gelatin  in  u  f)liysir)logic  salt  solution  warmed  to  40"*  C.  After  fifteen  minutes 
the  hernorrhjig(i  (!eas(;d,  and  did  not  recur  for  thirty  hours.  The  injection  was 
twict;  n'fxuitcd,  and  the  hemorrhages  invariably  became  slighter.  Heymann 
conc'ln(h?s  from  this  that  an  increasing  coagulability  of  the  blood  was  pro- 
duced. 

Nicfhoirt  (Mf'diral  Nfws^  1898)  reports  the  history  of  a  hemophiliac,  twenty- 
four  ytjurs  old,  who,  while  intoxicated,  fell  upon  broken  glass  and  received 
ext(?nsiv(»  incised  wounds.  For  seven  days  the  hemorrhage  could  only  be  par- 
tially (•r)ntrr)ll(f<l,  and  the  ])atient  showed  symptoms  of  a  dangerous  anemia; 
Ni<!lir>l.H  lh(!n  poured  the  contents  of  a  ciiltun;  tube  filled  with  10  per  cent. 
gcfluiin  intr)  the  wr>iind.     The  hemorrhage  permanently  ceased. 

My  r>wn  numerous  ex])eriments  with  gelatin  for  the  purpose  of  controlling 
Kev<*n;  heruorrhap's  and  in  the  treatment  of  aneurism  lead  me  to  doubt  the 
correeJn(!ss  of  tlie-e  r)l)S(Tvations,  although  I  do  not  wish  to  discountenance  the 
occasional  use  of  gelatin  for  sty])tic  purposes.  But,  in  doubtful  cases,  we  must 
not  expect  great  results  from  its  ernployuKint. 

Adrrtifilin  locally  has  of  lat(3  been  successfully  used  in  controlling  bleed- 
ing, and  is  worthy  of  trial  in  h(»mophilia  under  similar  circumstances. 

Of  iulmmJ  re  wed  Irs  ergot  and  its  d<»rivatives  liave  hoan  used.  Their 
(i{to('\,  however,  in  the  fully  developed  disease  is  very  questionable. 

During  pregnancy  in  hernof)liilic  women  hemorrhages  indicate  artificial 
abortion  or  early  indu<ed  labor  (Kehror).  Broock  (Transactions  of  the  Chi- 
rurgical  So<icty  of  London,  1900,  page  103)  reports  tlie  case  of  a  woman, 
a  memher  of  a  hlecdiT  family,  who  liad  borne  two  children  with  well-marked 
symptoms  (»f  hemophilia,  and,  as  slie  had  sufTered  greatly  from  hemorrhage 
in  each  labor,  he  endeavored  to  ])revent  it  in  the  third,  lie  instituted  a  treat- 
ment wliicli  had  for  its  purpose,  on  the  one  hand,  a  general  strengthening  of 
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the  entire  system  (change  of  air  in  coinhmatinTi  with  the  arl ministration  of 
iron,  quinin  and  arsenic)  and,  on  tlie  other  liaml,  the  inereajie  of  the  eoagiila« 
bility  of  the  hlood  (calcium  ehlorid).  The  course  of  the  lalior  was  in  exact 
accontance  with  his  expectations.  The  loss  of  b!oocl  was  very  sht^Hit,  the  child 
showed  no  signs  of  hemophilia,  and  wad  stronger  than  the  children  prcviDu.**!/ 
bome. 

The  treat mrnt  of  the  hemophitic  joints  is  espcMi'ially  important.  F,  Konig 
advises  the  following  method :  A  fresh  hemarthros,  above  all  in  a  bleeder,  la 
to  be  so  treated  that  tbe  patient  cannot  use  the  affectcfl  .pint ;  moderate  com- 
pression deeideijly  proTootes  absorption.  The  question  wbetber  any  operative 
treatment  of  the  diseased  joint  is  permissible  Konig  answers  affirmatively,  in 
so  far  as  punctnre  of  the  joint  is  concerned.  Konig  lias  performed  puncture 
in  the  knee-joint  Ihret^  tiuies,  twice  with  carbolic  acid  washing.  The  opera- 
tion was  always  harndess,  one  patient  was  much  improvc<l,  and  the  other 
patient  was  cured;  but  Konig  advises  that  this  be  the  limit  of  operative  pro- 
cedure. Of  three  patients  into  whose  joints  he  opened,  by  mistake,  supposing 
the  condition  to  he  tulK?rculosis,  two  bled  to  death,  and  one  after  many  hem- 
orrhages recovered,  but  had  a  stitf  joint  remaining.  Aeeording  to  nuyot,  the 
treatment  of  the  hemophilic  artbropathies  in  the  acute  stage  must  be  entirely 
ejipectant;  later,  however,  puncture  of  the  joint  and  incision,  with  removal 
of  coagula,  is  said  to  facilitate  recovery,  after  which  recurrences  of  the  bleed- 
ing are  less  to  l>e  feared. 

The  latest  reports  regarding  the  therapy  of  bleeders  joints  are  from  HofTa's 
Clinic,  and  in  the  article  by  Gocht,  previously  referred  to,  great  importance 
is  attached  to  the  prophylaxis  of  hemophilia.  Improvement  of  the  general 
condition  by  good  food,  residence  in  ]>ure  air,  antl  hardening  of  the  body,  as 
well  as  the  avoidance  of  all  injuries  which  may  give  rise  to  hemorrhages,  are 
the  most  important  measures.  Boys  must  he  trained  to  this  from  the  onset, 
and  as  early  as  possible  they  must  be  taught  to  avoid  running,  jumping,  and 
otlier  active  ehihlren-s  games.  If  it  is  knoum  that  the  child  is  a  bleeder  I  re  fore 
it  learns  to  walk,  the  greatest  care  must  be  exercised.  Tbe  joint  hemorrhages 
which  follow  the  ruost  insignificant,  scarcely  avoidable,  injuries  are  numerous 
enough,  aside  from  the  greater  injuries  which  may  bring  about  hemorrhage, 
and  must  be  carefully  guarded  against. 

The  first  lesion  to  be  described  in  Gocht*s  article  is  a  fresh  etfusion  of 
blood  into  the  kntH,'-joint.  In  marki-^l  cases  enormons  swelling  arises.  The 
joint  is  so  tense  and  so  filled  with  fluid  that  the  resistance  of  the  capsule  of 
the  joint  checks  a  further  exndation  of  blood.  The  symptomf?  are  the  same 
as  after  severe  eontusinns  of  the  joint,  except  that  in  many  cases  from  the  onset 
the  function  is  scarcely  disturljed.  Sometimes  the  knee  assumes  the  medium- 
flexure  position,  at  other  times  not  so,  or  only  for  a  few  hours  until  the  cap- 
sule has  accommodated  itself  to  the  exudation.  The  treatment  varies.  Where 
there  is  decided  pain,  absolute  rest,  moist  compresses,  ic<%  or  compi-ession 
with  bandages  may  be  beneficial;  in  other  cases  tlie  patients  are  kept  per- 
fectly quiet  or  are  permitted  to  walk  about  carefully.  Um'lit  determined  from 
his  experienct:^  in  the  (liuic  that  generally  a  moderate  use  of  the  joint  in  walk- 
ing has  no  injurious  effect  upon  11  ic  absorption  of  the  effusion  in  the  joint. 
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The  same  period  of  time,  abooit  two  to  four  weeks,  is  required  for  the  disap? 
pearance  of  the  effusion,  wliether  there  is  absolute  rest  or  use  of  the  joint 
A  few  days  after  the  devel^*fTinent  of  the  effusion  massage  is  to  be  cautiously 
begun,  not  upon  the  jnint  itself,  but  in  parts  centrally  situated  from  the  joint. 
This  causes  no  pain  to  the  patient,  and  l>y  action  upon  tlie  periplieral  joint, 
absorption  is  stimulated.  At  the  same  time  this  trealnient  prevents  the  mus- 
cular atrophy,  particularly  of  the  extensor  muscles,  which  so  readily  appears 
m  all  diseases  of  the  joints. 

In  the  majority  of  cases  these  measures  will  suffice  to  bring  aliout  absorp- 
tion of  the  effusion  of  blood,  especially  if  the  hemorrhages  have  not  as  yet 
been  frequent.  The  older  the  efTiisious  and  the  more  fretpiently  the  joint  hna 
been  attacked,  the  less  rapidly  does  absorption  of  the  hemorrhage  take  place. 
Nevertheless,  here  also  the  treatment  must  be  expectant,  and  usually  recovery 
will  ensue. 

If  a  joint  has  entered  into  the  sttige  in  which  it  resembles  hydrops  fibrinosua 
tubereulosus,  where  inflammatory  phenomena  dominate  the  clinical  picture, 
orthope<lic  treatment  becomes  necessary.  In  opposition  to  Krinig;  Gocbt  main- 
tains that  only  when  the  patient  suffers  great  pain,  and  provided  the  pliysician 
is  absolutely  certain  in  the  diagnosis,  should  puncture  be  performed.  As  ex- 
perience has  taught  that  absorption,  even  although  slowly,  nevertheless  almost 
invariably  occurs,  removal  of  the  blood  need  not  be  resorted  to  except  for  im- 
perative reasons.  Ilere,  on  the  contrary,  orthopedic  treatment  should  be  em- 
ploytnl.  Besides  the  nieasures  whith  have  already  been  mentioned »  such  a.**  a 
position  of  rest,  compression,  and  (particularly  for  the  beginning  contracture) 
extension,  plaster  of  Paris  is  to  be  employed,  and,  al>ove  all,  portable  apparatita 
so  as  not  to  keep  Ihe  patient  too  long  in  bed.  A  brisement  force,  in  fact  all 
fotce  emfiloyed  for  extension  of  a  contracture  in  a  bleeder,  is  entirely  contra- 
indicated.  Naif-brace  apparatus,  well  manufactured  and  accurately  fitted  to 
the  extremity,  is  of  even  greater  use  in  the  third  stage  of  the  disease  in  which 
permanent  deformity  of  the  joints  has  sometimes  m^curred.  The  many  ex- 
treme and  violent  stretchings  of  the  capsule,  and  the  intlammatory  processes 
following  these,  cause  an  increasing  danmge  (i.e.,  flaccidity)  of  the  capsule 
of  the  ligamentous  a|>paratus.  Just  as  in  tuberculosis,  not  only  tlexion  but  ^ 
subluxation  and  abduction  of  the  tibia  posteriorly  and  outwardly  gradually  ■ 
occur. 

Changes  in  the  ends  of  the  bones  are  added  to  those  of  the  capsule  of  the 
joint,  so  that  we  have  a  mixed  form  of  destruction  and  distent  ion-luxation. 
The  proi-esses  nf  contractures  which  wcur  in  the  capsule,  ligaments,  muscles, 
fascia,  and  skin  increase  tlie  contractun*  and  form  a  decider!  hindrance*  to  cor- 
rection. As  to  the  iJitTerent  methods  of  exfensjon,  surgiciil  monographs  must 
be  consulted.  Here  it  will  only  be  states]  that  the  patients  in  Ilotla's  Clinic, 
during  the  entire  time  of  extension,  are  out  of  l>e*l  and  move  about  Wlien  the 
leg  is  completely  extended,  the  apparatus  is  worn,  according  to  the  severity 
of  the  case,  for  thret^  months  to  six  montlis  and  even  longer  to  prevent  relapses. 

The  employment  of  the  rail-I*race  a]>jiaratus,  accoriling  to  tlie  puhlishod 
reports,  has  given  excellent  results,  so  that  this  method  of  tri'atment  can  be 
warmly  recommended. 
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MORBUS   MACULOSUS   WERLHOFU   (PURPURA) 

(PURPURA  SIMPLEX,  HEMORRHAGICA,  RHEUMATICA  SEU   PELIOSIS 
RHEUMATICA  SC^HOENLEINII) 

DEFINITION 

PuRprRA,  on  aceoimt  of  its  obvious  nuinifcsfatioai?,  ha^  hoen  known  to 
phy^^iciiins  for  n  very  loni^  time.  Sufyorficial  liuniorrhages  arit^ioir  from  evory 
possible  cause  luive  hitherto  been  gTou|n:'rl  lotjellier.  Hence  affeetiors  in  which, 
aeeording  to  the  present  state  of  our  knovv'le(l*!:e,  tlie  purpura  forms  only  an 
auxiliary  or  symptomatic  phenomenon  (for  example,  diseases  with  jaundice  and 
hemorrhages)  have  been  regarded  as  independent  diseases.  From  the  mass  of 
diseases  in  wliieh  purpura  oeeurs  upon  the  external  skin,  Wt^rlliof,  in  the  year 
1775,  isohited  a  distinct  elinieal  picture  wbich  lie  designated  purpura  heraor- 
rhagiea,  and  which  was  subsequently  named  after  him. 

Later,  other  divisions  were  made  in  the  group  of  hemorrhagic  diseases. 
Purpura  simpjpr  was  isf>lafeil  as  an  independent  affection,  and  a  variety  called 
purpura  urtieatis  was  also  described. 

Fiini!ly,  upon  the  authority  of  Schonlein^  the  term  peliosLs  rheumniica 
came  into  use.  It  must  he  admitted  that  such  a  division  was  justified  at  that 
period  ;  it  was  necessary  at  a  tiuie  when  the  conception  of  disease  entities  rested 
chiefly  on  a  sul>tle  ditferentiation  of  clinical  symptoms.  From  this  point  of 
view  great  importance  was  attached  to  a  single  symptom,  as  is  shoi\Ti  by  the 
fact  that  the  term  "  jjeliosis  rheurnatiea  "  rests  solely  on  the  observation  that, 
in  some  cases  of  purpura,  an  affection  of  the  joints  is  occasionally  noted.  The 
fact  was  lost  sight  of  that  the  latter  often  occurred  in  eorrdiination  with  all 
hemorrhagic  diseases,  not  only  in  those  whose  clinical  pictures  belong  strictly 
to  purpura,  but  also  in  tlie  course  of  scurvy  and  hemophilia.  Of  course  the 
old  divisions  of  the  ditlerent  forms  of  purpura  are  no  longer  justified-  As 
a  matter  of  fact,  in  the  hist  twenty-tive  years  a  change  in  the  conception  of  pur- 
pura has  taken  place,  and  tliere  is  now  a  tendency  to  regard  all  purpuric  dis- 
eases as  related,  and  the  individual  forms,  previously  supposed  to  !>e  inde- 
pendent, are  regarded  from  a  common  standjroint.  Upon  the  basis  of  my 
own  experience,  wliicli  extends  over  many  years  and  includes  excwdingly 
numerous  observations,  I  believe  strictly  and  absolutely  that  the  infiividual 
purpuric  discuses  are  not  esseniiallfj  differeui,  hvt  are  due  to  the  same  cause^ 
and  onlij  vartj  in  degree;  that  is,  the  ^*  varieties''  depend  upon  the  intensity 
of  the  affect ifm. 

Occasionally  these  ditferences  are  clinically  prcsental  in  such  a  manner 
that  the  inexperienced  U^licves  he  has  Ix^fore  him  entirely  different  clinical  pic- 
tures that  have  nothing  in  a>mmon  with  one  another.  This  is  a  difTieult  field 
for  polemics,  and  convincing  arguments  are  useless  if  another  is  fully  con- 
vinced to  the  contrary.  Tbe  only  method  leading  to  conviction  is  minutely, 
carefully,  and  without  prejudice  to  weigh  all  the  facts  hearing  uy>on  the  ques- 
tion. It  will  then  become  manifest  that  all  these  variations  of  the  disease  form 
indefinahle  transitional  stages  which  merge  into  each  other,  and  only  by 
great  circumspection  can  differentiations  be  made.     The  standard  of  identity 
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accepted  by  me  has  been  exceeded  by  other  authors  (e.  g.,  Schwimmer  and 
Scheby-Buch)  who  are  not  satisfied  with  the  inclusion  of  the  various  forms  of 
purpura,  but  desire  also  to  include  scurvy  in  this  clinical  group;  other  authors 
even  add  hemophilia. 

Apart  from  the  facts  demonstrated  by  bacteriology,  which  it  is  hoped  will 
be  more  certainly  confirmed  in  the  near  future,  purpura  is  an  affection  due 
to  the  action  of  imknown  deleterious  agents,  occurring  sporadicaUy  and  show- 
ing a  transitory  tendency  to  different  varieties  of  hemorrhage.  In  contrast 
to  hemophilia  there  is  no  congenital  or  hereditary  factor,  and,  unlike  scurvy, 
there  is  no  tendency  to  epidemiologic  and  endemiologie  distribution,  and  the 
hemorrhages  are  not  associated  with  severe  constitutional  manifestations. 
Scurvy  is  distinguished  by  the  fact  that  it  not  only  occurs  sporadically  but  also 
epidemically  or  endemically.  More  characteristic,  however,  is  its  dependence 
upon  external  conditions;  it  is  almost  invariably  the  expression  of  severe 
nutritive  disturbance  produced  by  obscure  diseases  or  by  the  long  continuance 
of  insufficient  or  improper  food. 

Morbus  maculosus  Werlhofii  differs  essentially  from  hemophilia  in  the 
fact  that  it  unquestionably  belongs  to  the  acquired  diseases,  in  which  the 
factor  of  heredity  is  never  operative.  It  has  no  congenital  characteristics, 
such  as  are  so  peculiar  to  hemophilia. 

This  is  also  a  distingui.shing  factor  between  scurvy  and  hemophilia.  Un- 
like the  scorbutic  patient,  the  bleeder  is  frequently  well  nourished  and  strong. 
Except  in  his  tendency  to  spontaneous  hemorrhage  he  may  be  looked  upon  as 
quite  normal.  In  the  comparison  of  hemophilia  with  related  diseases  in  the 
group  of  the  hemorrhagic  diathcj^es,  one  peculiarity  of  hemophilia  is  particu- 
larly prominent;  it  is  not  a  pathologic  process,  but  a  permanent  condition 
which  manifests  itself  sometimes  in  consequence  of  known,  at  other  times  of 
unknown,  causes. 

In  accordance  with  these  views,  we  shall  consider  the  purpuric  affections 
together,  ])ut  wcj  shall  not  forget  the  older  clinical  divisions;  we  shall  bear  in 
mind  that  Ixitwccn  the  individual  forms  of  the  disease  transitional  stages 
occur,  and  that  tlie  barriers  between  them  are  artificial. 

The  conception  of  ])urpura  as  a  particular  chapter  of  special  pathology  pre- 
Bupj)oses  tlie  excliisi(m  of  all  the  afTections  which  are  combined  with  hemor- 
rha^^es  of  th(}  skin,  which  hemorrha<j:cs,  however,  prove  nothing  essential  or 
definite,  hut  are  only  a  single  symptom  in  the  entire  picture.  Among  such 
affections  are:  Il<'rnorr]ia*xic  variola,  typhoid,  acute  atrophy  of  the  liver,  phos- 
phorus pr)i>()nin<:,  sepsis,  ulcerative  endocarditis,  pernicious  anemia,  leukemia, 
yelh)w  fev<'r,  icterus  <rravis,  snake-bite  poisoning,  etc. 

Purpura  sliould  he  differentiated  only  when  the  hemorrhages  exist  alone 
or  dorninat<'  the  cntin'  clinical  picture.  Of  course,  in  investigating  the  disease, 
a  se^juel,  such  as  the  resulting  anemia,  is  of  minor  importance. 

ETIOLOGY 

In  most  cases  it  is  impossible  to  determine  any  immediate  cause  for  the 
disease;  \ho  affection  appears  in  ty]>ical  cases  spontaneously.  Cases  of  this 
kin<l  have  led  to  the  belief  that  scurvy,  which  may  arise  under  similar  condi- 
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tions,  is  identical  witli  purpura,  so  that  tlie  latter  has  been  dosff^atod  as  the 
milder  and  more  acute  form  of  seurvy.  This  view,  as  we  have  shown,  is 
incorrect,  even  though  there  is  occasionally  a  mild  affection  of  the  gums  in 
Wcrlhof  s  disea.^e.  Often  the  sjTnptoms  of  purpura  hemorrhagica  appear  dur- 
ing convalescence  frotii  severe  infectious  diseases,  particularly  after  enteric 
fever  and  malaria. 

In  rachitic  children,  as  well  as  during  pregnancy  and  in  labor,  the  affection 
has  also  been  noted.  Isolated  reports  have  been  given  of  toxic  forms  of  pur- 
pura.    The  aifection  has  also  been  observed  after  the  inhalation  of  poisonous 


In  the  eechymoses  which  are  distributed  so  numerously  over  the  entire 
body  it  is  often  possible  to  demonstrate,  in  the  substance  which  occludes  the 
capillary  vessel,  the  cause  of  Hie  entire  affection.  In  the  multiple  capillary 
hemorrhages  of  septic  aiToctions,  which  show  to  the  naked  eye  wdiite  centers 
in  the  midst  of  the  elfused  blood,  occlusion  of  the  capillaries  and  capillary 
veinii  with  emboli  of  micrococci  may  fre(|uently  be  determined.  So  in  hemor- 
rhagic smallpox  bacteria  are  found  in  the  hemorrhagic  and  purulent  foci 
of  the  external  skin  and  in  the  internal  organs,  the  spleen,  kidneys  and  lungs. 
In  the  retinal  hemorrhages  of  uietastatic  ophthalmia,  1  was  also  able  to  find 
masses  of  bacteria  in  the  occluded  vessel,  centrally  or  reuioved  from  the  foci, 
whereas  in  other  cases  which  were  evidently  of  septic  nature,  this  proof  eouhl 
not  lie  deuioust rated.  This  attempt  to  find  thrombi  in  the  vessels  has  failed 
entirely  in  nuiny  cases  of  hemorrhagic  exanthems.  In  many  other  diseases 
and  intoxication.s  the  most  important  clinical  symptoms  of  which  consist  of 
hemorrhagic  conditions  (cholera,  plague,  yellow  fever,  antlirax,  poisoning  from 
enake-bite,  petechial  typhus,  etc.)  occlusion  of  the  capillaries  in  the  sur- 
roundings or  in  the  center  of  the  eechymoses  have  not  been  manifest,  and  wo 
have  been  forced  to  the  conclusion  that  zyuiotie  substances,  ferment  bodies, 
ptomains  or  toxins  produce  the  hemorrhagic  diathesis. 

How  this  occurs,  whether  they  alter  the  blood  directly  and  thus  cause  ocelu- 
sion  of  the  capillaries,  or  whether  they  affect  the  walls  of  the  vessels  in  their 
structure,  or  in  their  functions  as  muscular  and  nervous  apparatus,  we  do  not 
know. 

Whether  in  morbus  maculosus,  that  is,  purpura  hemorrhagica,  microorgan- 
isms or  their  toxins  circulate  in  the  blood,  exerting  a  deleterious  effect  upon 
it  or  upon  the  mend)ranes  of  the  vessel,  and  lead  to  the  multiple  wchymoscs 
which  are  typical  of  this  disease,  has  not  been  ascertained  witli  certainty, 
although  such  a  view  is  likely.     The  fact^  at  hand  are  not  generally  accepted. 

Few  authors  have  found  well-characterized  microorganisms  as  the  cause 
of  purpura.  Ajelln,  who  in  a  case  of  purpura  demonstrate^l  methemogh^bin  in 
the  spectrum  of  the  blood,  assumes  that  purpura  berimrrhagiea  may  ari.sc  by 
auttiintoxication  from  tlie  intei^tinal  tract  as  the  result  of  absorbed  products 
of  proteid  decomposition;  Schwab  also  believes  an  action  of  toxins  to  be  the 
cause  of  this  disease.  In  other  forums  of  purpura  which  arise  in  connection 
with  infectious  diseases,  the  blood  has  been  examined  for  bacteria,  only  in 
part  with  a  positive  result.  Earlier  authors,  such  as  Batemann  and  Orisolle, 
have  looked  upon  certain  forms  of  purpura  as  infectious  and  contagious;  and, 
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in  a  unm^ffiT  of  ca>e=  of  purpura,  as  is  erident  from  later  inTestigmtions.  the 
pr^x/f  of  \tiif:i\\ssLTy  (\it4:sl^^  ha*  hjeen  ebowiL  Bacilli  were  found  bj  Klehs.  C«i, 
lU:h';r,  ly^iiujiJ:,  V^r^ralle,  df^ndTe,  Ginnard,  Simon-Legrmin,  J<Mies.  Tizzoni, 
(ilomriuiTi'i,  KoH>-Petrone,  Baljes  and  L^tzerieh:  Hanot  and  Ltizet.  Widal  and 
Th'rr'ri^;  foTjfjd  ^irf;]}Utf:ffCf:'i;  L^breton  and  I  each  found  staphylococci  in  one 
ca«^;;  ri'r^'ativc'  iiutWw^j*  on  the  other  hand  hare  been  mentioned  by  Marfan, 
I>;g<'fidr'f,  \U'U\\»  and  other-?. 

77/ «  opinion,  eMpeci/iUy  maintained  by  Pet  rone,  that  purpura  hemorrhagicn 
in  an  infediouJ!  dvff'^ute,  Ij^XzcYich  WieTes  he  has  proven  to  be  correct  bv  bae- 
UiHoW/u:  irjvc-?ti;:ation.  In  the  ca-se  of  a  woman,  aged  twenty-five,  who  ^uf- 
fftr*f\  from  a  prolon;:^?^!  attack  of  thi.s  disea-ie.  who  was,  however,  cure«L  he 
found,  in  1H8I,  ??mall,  gli-tenin;r,  round  granules  in  the  blood.  By  culture 
thev'  provrrrj  to  \h:  tlie  r^fx^res  of  a  bacillus  which  he  described  and  depicted 
niinijt'rly  a-  barilluH  purpursp.  With  several  generations  of  this  culture  a  large 
nurnUrr  of  rabbit-  were  inferte^l  by  injection  into  the  abdominal  cavity,  and 
alway-j  witb  a  fK>sitive  re-ult ;  the  animals  showed  a  short  time  afterward, 
e-fX'rially  in  tlio  ^-ar^,  circurnscrriljed  dilatation  of  the  capillaries  with  succeed- 
iiiir  b'-niorrhair^',  inj^-rrtion  of  the  gums,  etc.;  if  the  animals  were  killed,  sim- 
ilar iK'fnorrlia;:^-  and  va*rular  dilatations  were  found  in  various  portions  of 
tlu;  \f^n\\\  '\l\t'  niirTo-ir'opic  investigation  .«howe<l  in  the  blood-vessels  in  manv 
an'a^  flu*  jinrviously  des^riU'd  bacilli,  that  is,  their  sporte.  These  were  found 
nio-t  ron-tantly,  and  w^-re  most  numerous  in  the  enlarged  liver. 

l>t/<Tirfi  in  this  connection  points  to  the  frequent  enlargement  of  the 
liv^T  in  \\u'.  hiunan  aff^^ction.  This  Is  not  to  be  construed  as  a  frequent  occur- 
rt'uct',  hou<'vr-r:  in  tlir*  organs  of  the  experimental  animals  he  found  very 
niark*'r|  arrurnulations  r»f  crythrrx-ytcs,  and  stasis  in  the  capillaries  due  to  this. 
Flirt h^T,  in  the  areas  <)[  the  dichotomous  branching  of  the  smallest  vessels  hva- 
lin*'  phi;:-  (h'v<'loj)C(|  ])y  the  artion  of  the  chemical  poison  produced  by  the 
hactcria  upon  the  albumin  of  the  blorxl.  To  these  vascular  plugs  he  refers 
on  iIm*  oiw  harui  th<*  licrMorrha;r(.'s  into  the*  organs,  and  on  the  other  hand  the 
(|i'(i<|cr|  (in  iilalory  disturbance.  The  ])aei]lus  enters  the  human  body,  prob- 
ably throu^di  the  mucojH  membrane  of  the  oral  and  pharyngeal  cavities. 

L<'lz«Ti(  li  b<*licv<-^  thcM?  investigations  demonstrate  with  certainty  that  pur- 
pura h«MFiorrha;:i(a  is  a  chronic  infectious  disease,  and  points  to  its  analog}' 
with  -yphili-  and  rnahiria.  It  is  notewortliy  tliat  thnn*  years  after  these  pri- 
niai\  n -<;ir(  In-,  and,*a^  lie  states,  in  conse(|uenee  of  them,  I^tzerich  himself 
ua^  atiMrl..-d  l»y  a  very  prolonged  j)urpura,  running  its  course  with  marked 
cnlaru'cmcjii  of  the  liver,  and  from  his  blood  the  previously  described  bacillus 
ua  ■  (  lilt  i\  ated. 

The  l.acillu'  de-cribed  by  ri<'tz<Tich  has  some  similarity  to  the  bacillus 
anthrari-.  part  i<'ularly  in  reg}ir<l  to  the  condition^  of  its  growth.  In  Koch's 
stab  cultures  JM.th  f(»rmed  more  or  l<»s<  irregular  cob)nies  (flocculi),  the  middle 
pnitit  <«»ii^i-tinL' of  rw't  like  thread^  which,  towanl  the  border,  ran  off  in  sheath- 
jikr  l.uridh'-.  They  ditfer  decidedly,  however,  by  tlieir  size  and  the  form  of 
the  >pnre..  Altliougli  ill  both  bacilli  a  segmentation  of  the  apparent  threads 
occur<  ifi  \arion-  length^^,  those  of  purpura  an*  much  smaller  in  their  length 
and  breadth.     Aibled  to  this  the  spores  of  Iv<'tzericirs  bacillus,  in  comparison 
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with  the  large  oval  structures  of  the  hacilhis  antbracis,  arc  very  small  and 
perfectly  rmmti  The  bacilluis  piirpunc  liquelies  gelatin  with  great  difTiciilty — 
Bcarcfily  at  all — and  only  at  high  temfjeratures  (gS**  to  30**  C)  in  the  surround- 
ing of  the  rtoccoli  (colonics). 

In  the  petechim  of  man  and  of  the  experimental  animals  a  sheath-like 
arrangement  of  the  bacilli,  sometimes  with  segmentation^  i.^  noted  in  foci ; 
these  fretpicntly  are  fonnd  equidistant  from  each  other,  not  lying  closely 
together,  and  are  spores  l^'ginning  to  develop. 

The  surface  of  the  stab  in  Koch's  nutritive  gelatin  shows  flat  crescent ic 
grooves  which  are  only  recognizable  upon  close  observation. 

The  chemical  diiTercnces  must  also  Ik?  mentioned.  The  bacillus  purpuric 
does  not  form  so  toxic  a  substance  (toxin)  as  the  bacillus  anthracis,  but  only 
a  feebly  acting  ptomain  corresponding  with  the  slight  evening  rises  in  tem- 
perature that  now  and  then  occur.  Pure  purpura  ditTcrs  in  this  respect  from 
tbe  acute  forms  of  purpura  (|M?techia^)  usually  oljserved  in  the  course  of  the 
infectious  disrascs,  as  these  owe  their  origin  to  otlicr  microorganisms. 

Even  with  cultures  of  the  third  relapse,  Letzerich  produced  purpura  in 
rabbits.  In  sections,  through  small  petechia?  in  the  transverse  section  of  the 
capillary  net,  and  also  where  dichotomous  brandies  pass  into  the  hmicn  of  the 
same,  dense  proliferations  of  purpura  bacilli  were  readily  recognized  by  sim- 
ple luethylene-violet  staining. 

The  bacillus  purpune  is  not  found  in  all  the  forms  of  its  development  in 
all  of  the  petct^iifE.  Toward  the  end  of  the  disease,  or  during  the  relapse, 
only  clumps  of  free  spores  and  individual  bacilli  are  ohservtnl.  Examination 
of  numerous  petechia^  is  then  necessary  to  find  the  cycle  of  development  of  the 
microorganism  as  described.  In  the  relapses  of  the  disease,  particularly,  we 
frequently  note  emboli  of  spores  which,  upon  superficial  observation,  may  he 
looked  upon  as  micrococci  emboli,  but,  upon  closer  study^  merely  from  the  cir- 
cumstance that  they  are  embedded  in  gelatinous  plugs,  their  development  from 
threads  and  rods  can  be  determined, 

Ijockwood  also  believes  purpura  to  l>e  of  an  infectious  nature,  and  the 
bacillus  described  by  Letzerich  to  be  the  carrier  of  the  infection  and  pathogenic 
agent.  According  to  this  author,  the  very  acute  development  and  the  course, 
which  is  similar  to  that  of  an  infectious  disease,  favor  the  view  of  an  infec- 
tious development,  and  he  quoted  17  cases  from  literature.  Of  these  13  died 
in  from  forty-seven  hours  to  twenty-one  days,  lie  is  also  inclined  to  look 
upon  purpura  simplex  and  purpura  rheum  at  ica  as  due  to  flic  same  infection, 
but  showing  a  different  intensity*  Cases  of  purpura  which  ran  a  fatal  course 
in  seven  hours  have  never  to  my  knowlc<lgc  been  published  by  others,  and 
under  no  circumstances  can  these  be  included  among  the  cases  of  pure  pur- 
pura; the  most  severe  case  of  fulminant  purpura  that  I  ever  saw  (to  be  detailed 
later)  terminated  fatally  in  two  days. 

II,  Neumann  cites  cases  of  hemorrhagic  diathesis  of  the  newborn.  In  the 
first  case,  liesidcs  the  staphylococcus  pyogenes  aureus  as  in  former  cases,  the 
bacillus  pyocyaneus  P  was  found.  He  does  not  admit  a  dirwt  relation  of  the 
latter  to  the  hemorrhagic  diathesis,  but  attributed  the  diathesis  to  syphdis 
which  was  present. 
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In  another  case  (with  melena)  the  bacillus  lactis  aerogencs  was  found, 
but  to  this  he  ascribes  no  pathologic  importance. 

Lebreton  describes  in  a  young  girl  a  case  of  fatal  purpura  which  developed 
very  acutely  after  great  fright.  Large  confluent  ecchymoses  appeared,  from 
the  blood  of  which,  upon  culture,  the  staphylococcus  albus  and  the  staphylo- 
coccus aureus  were  obtained  in  mixture.  The  disease  was  therefore  looked 
upon  as  infectious  purpura. 

Wikner  also  found  the  staphylococcus  pyogenes  albus  in  a  case  of  morbus 
maculosus  Werlhofii. 

In  a  number  of  cases  of  purpura  I  have  examined  small  areas  of  the  skin 
covered  with  petechiae  which  were  excised  during  life,  and  I  have  never  been 
able  to  dfterniine  the  presence  of  microbes. 

Later  investigations  and  reports  of  this  malady  are  not  at  hand ;  in  the 
last  four  volumes  of  the  Virchow-Hirsch  Year-Books,  I  have  not  observed  a 
single  report  of  purpura  in  man.  In  this  article  publications  up  to  the  year 
1898  have  been  referred  to. 

We  now  come  to  another  series  of  reports  which  had  their  origin  partly  in 
anatomical  studies  of  the  vessels  in  the  course  of  the  hemorrhage,  and  partly 
in  certain  experiments. 

Silbermann,  who  conducted  one  series  of  experiments,  started  from  the 
well-known  researches  of  Armin  Koehler,  who,  in  his  work  at  Dorpat  upon 
thrombosis  and  its  relations  to  the  fibrin  ferment,  mentions  a  series  of  experi- 
ments in  (1(>*,^<,  in  which,  by  infusion  of  blood  very  rich  in  ferment,  a  disease 
resembling  Henoch's  purpura  (see  below)  was  produced,  inasmuch  as,  in  a 
short  time;  after  the  transfusion,  multiple  capillary  ecchymoses  were  noted  in 
tlu;  subcutaneous  cellular  tissue,  and  hematemesis,  hemorrhagic  diarrhea,  and 
intestinal  colic  occurred.  The  fulminant,  and  almost  invariably  fatal,  course  of 
tlie  jmtholo^^ic  process  produced  by  Koehler,  on  account  of  the  great  amount  of 
ferm(?nt  contained  in  the  injected  blood,  caused  Silbermann  to  choose  a  method 
in  which  the  animals  either  did  not  die  or  did  not  succumb  so  rapidly,  and  in 
which  the  purpuric  spots  appeared  more  numerously  and  were  distributed  over 
the  entire  skin.  He  tried  this  plan:  The  dogs,  prior  to  the  ferment  intoxica- 
tion, received  small  doses  of  pyrogallic  acid  (0.05  per  kilogram  of  weight  of 
the  (lo;r),  hy  which  only  a  moderate  stasis  in  the  veins  and  capillaries  occurred. 

This  property  of  ]>yro(rallic  acid  in  small  amounts  depends  upon  a  very 
sli^'ht  dama^re  to  the  blood,  a  slight  "shadow  formation"  and  fragmentation 
of  the  ervthrocytes,  hy  reason  of  which  the  circulatory  disturbance  occurs. 

In  a  nuniher  of  do^^s,  nfior  stasis  of  the  veins  and  capillaries  of  the  entire 
circulation  had  been  produced  hy  suitable  doses  of  pyrogallic  acid,  Koehler's 
experiment <  were  repeated,  with  the  ex])ectation  that  the  cutaneous  capillaries, 
which,  like  all  other  capillaries  of  the  body,  wen^  under  high  pressure  with 
decided  strain  on  their  walls,  would  become  more  permeable  by  the  ferment 
blood.  As  a  roult  of  these  experiments  it  was  shown  that  in  the  animals  thus 
prej)ared — hy  injections  of  ferment  hlood— thromboses  and  hyaline  vascular 
chancres  could  he  invariably  produced  in  the  internal  organs,  less  constantly 
in  the  skin.  The  consc<|uences  of  these  vascular  (•han<,^es  were  multiple  hemor- 
rhages into  the  internal  organs  and  partially  also  into  the  skin. 
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Since  a  nipture  of  the  vessseli*  could  not  be  found  microsonpirnlly  (the 
proof  of  t]m  can  only  l>e  oeTtainly  deuionstratcMl  with  gveat  dillicuUy)  these 
hemorrliages  were  assumed  by  Silberinann  to  be  due  to  diapedesis,  and  this  to 
distention  of  the  vessel  walls.  The  vascular  cliaiiges  as  well  as  the  extravasa- 
tions are  theraselve^s  consequences,  not  causes,  of  the  circulatory  disturbance, 
for  alteration  of  the  vessel  wall  never  occurs  alone  but  is  always  observed  in 
combination  with  thromtiosis,  while  tlie  opposite  is  very  often  the  case.  The 
frequent  closure  of  the  capillary  area  by  thrombosis  may  he  explained  by  the 
lessened  rapidity  of  circulation  therein,  a  factor  which  f^reatly  favors  the 
occurrence  of  coagulation.  The  stasis  which  occurs  in  mild  cases,  and  is  fol- 
lowed l)y  throml)osis  in  the  more  severe  ones,  danmges  the  vascular  wall,  how- 
ever, so  that  it  makes  it  permeable  to  the  passage  of  blood,  Tnd(?ed  this  stasis 
may  give  rise  to  fatty  degeneration  and  even  necrosis  of  the  vascular  cells. 

Since  *'  purpura  "  with  swelling  of  the  joints,  hematemesis,  hemorrhagic 
diarrhea  and  intestinal  colic  had  been  experimentally  produced  in  animals  by 
means  of  a  dyserasic  bh)od  tlie  question  arose  whether  human  purpura — no 
matter  in  what  form— might  also  he  explained  as  a  primary  disease  of  the 
blood.  Silhermann  believes  that  this  que^stion  must  be  answered  in  the  athrma- 
tive,  for  the  reason  that,  apart  from  certain  important  blood  findings,  the 
essential  connection  of  the  pathologic  phenomena  can  only  be  uniformly  ex- 
plained u|ton  the  b^^is  of  a  primary  disease  of  the  blood. 

The  hemorrhages  into  the  skin  and  into  the  gastro-intestinal  tract,  the 
hemorrhagic  vomiting,  the  colic,  and  the  swelling  of  the  joints^  which  occur 
in  severe  cases  of  purpura,  Silhermann  explains  as  due  to  a  primnrff  blood 
alteration  which  leads  to  a  slowing  of  circulation,  stasis  and  formation  of 
thrombi.  Upon  the  basis  of  these  circulatory  disturbances  congestive  hemor- 
rhages occur,  and  also  hemorrhages  which  follow  as  the  result  of  the  occlusion 
of  vessels,  and  give  rise  to  necrosis  of  the  tissues.  These  stases  and  thrombi 
damage  not  only  the  gastro-iutestinal  canal,  Imt  also  the  tissue  of  the  liver, 
the  kidnevs  and  the  myocardium,  and  may  cause  fatty  degeneration  of  the 
cells  and  necrobiosis.  All  of  these  processes  were  observed  lately  by  Tizzoni 
and  Giovannini  in  the  organs  of  a  girl  succumbing  to  severe  purpura.  There 
was  occlusion  of  the  vessels  which  had  produced  hemorrhage  and  necrosis  of 
tissue,  and  also  caused  the  vascular  changes  previously  observed  in  man  and 
animal  attacked  by  purpura.  Silhermann  regards  it  as  certain  that  this  de- 
generation of  the  walls  of  the  vessels  is  secondary,  because,  in  his  experiments, 
all  stages  of  the  oIjI iteration  of  vessels  have  been  followed,  and  the  hyaline 
deposits  have  been  shown  to  be  results  of  this  obliteration. 

In  literature  similar  views  in  regard  to  the  natnre  of  purpura  are  eonstiintly 
met  with.  Thus  Green,  du  Castel,  Dusch,  Mackenzie,  Kraiiss  and  others 
believe  that  there  are  alterations  of  the  blood  in  certain  fornis  of  purpura, 
Leloir^  who  has  also  observed  stasis  in  the  vessels,  differentiates  a  purpura 
** par  modificfdkm  des  vfmseaujr  *'  and  a  purpura  "par  modi fica lion  du  mug.-' 
Bielil  and  v.  Kogerer,  on  the  other  hand,  believe  the  alteration  in  the  vessels 
to  Ive  the  primary  condltinn;  the  change  in  the  bl<^od,  i.  e.,  the  thrond>oses,  the 
secondary.  The  latter  says,  in  his  article  regarding  the  development  of  cuta- 
neous hemorrhages :  "  On  the  whole  there  can  be  no  doubt  that  the  thrombi 
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which  have  been  found  are  the  direct  cause  of  the  hemorrhage.  The  thrombi 
themselves  are  due  to  the  combined  action  of  local  and  general  causes;  hence 
vascular  changes,  as  is  evident  from  the  constancy  of  the  finding,  play  the 
main  role  even  if  they  do  not  form  a  conditio  sine  qua  nan"  The  view  of  v. 
Kogerer  that  the  thrombi  are  due  to  general  and  local  causes  is  also  the  opin- 
ion of  Silbermann  who,  however,  looks  upon  the  alteration  of  the  blood  as  the 
general  cause,  and  the  pathologic  change  in  the  blood  current  of  the  capil- 
laries (due  to  ferment  blood)  as  the  local  cause.  On  account  of  these  con- 
stant anatomic  findings  v.  Kogerer  calls  purpura  a  primary  disease  of  the 
vessels,  while  Silbermann  believes  these  changes  to  be  secondary.  Other  ob- 
servers, for  example,  I^eloir,  have  not  noted  the  constant  occurrence  of  dis- 
ease of  the  vessels.  He  believes  the  occlusion  of  the  vessels  to  be  embolic, 
while  V.  Kogerer  and  Silbermann  declare  this  to  \ye  thrombotic. 

V.  Kogerer  defines  the  result  of  his  investigations  in  purpura  in  the  follow- 
ing scheme : 

(a)  Vascular  disease, 

(b)  Thromboses, 

(c)  Extravasations  of  blood, 

(d)  Pigmentation. 

WHiile  Silbermann  comes  to  the  following  conclusions: 

(a)  Thromboses, 

(b)  Vascular  disease, 

(c)  Extravasations  of  blood, 

(d)  Pigmentation. 

As  will  be  noted  these  authors  agree  tliat  the  disease  of  the  vessels  is  the 
underlying  cause  of  the  hemorrhages,  but  Silbermann  looks  upon  stasis  and 
thronihus-foniiation  (in  the  small  veins  and  capillaries)  as  the  primary  condi- 
tion which  leads  to  disease  of  the  vessels;  while  v.  Kogerer  believes  thrombus- 
formation  to  arise  as  the  result  of  the  disease  of  tlie  vessels.  The  latter  con- 
dition in  either  case  causes  hemorrhage. 

V.  Ko^'^enM*  examined  1.'5  cases  wliich  ran  tlieir  course  with  cutaneous  hemor- 
rlia.L'es ;  in  these  he  excised  particles  of  the  skin,  and  studied  microscopical Iv 
the  chan;^'es  in  the  ditfenMit  layers  of  the  cutis  and  subcutaneous  cellular  tissue. 
The  diseases  rej)resented  were  scurvy,  morbus  nuiculosus,  tuberculosis  pul- 
monuni,  carcinoma  ventriculi,  marasmus  senilis,  peliosis  rheumatica,  sepsis, 
vitium  cordis,  etc.  In  all  cases  in  which  careful  search  was  made  thrombi 
were  found.  The<e  were  mo>tly  situat(Ml  in  th(»  snudl  venous  trunks,  but  were 
also  found  in  the  >mnll  arteries.  Besides  this  luany  minute  arteries  and 
capillaries  weic  filled  with  fibrin  coagula  and  hlood-eorpuseles,  and  it  was 
impo>>ihle  in  >ome  cases  to  decide  wh(^ther  the  coiidition  was  one  of  actiml 
thromhn-is  or  only  a  vessel  surcharge(l  with  blood  (I).  The  thromboses  were 
occasio]ijiIly  nunn*rous,  at  other  times  more  scant,  and  frequently  repeated 
s(»arch  was  n«'ce-sary  to  find  them.  In  some  cases  the  dt^generation  of  the  vas- 
cular wall  was  conspicuous. 

iiiehl,  even  prior  to  v.  Kogerer.  invariably  found  changes  in  the  blood- 
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vessels  of  tlu*  cutiii  and  of  the  suliciitanwiis^  connect ivt^  iki^ue  in  scnrvy,  morbus 
nnunlosus,  ami  i)ur|juru  rlicufiuiticaj  as  well  as  in  the  purpura  of  cachectic 
individuals. 

In  cashes  of  scur\T  and  morbus  maculosus,  difluse  cndartcrins  and  I  hick- 
en  in^^  of  all  the  CM  mis  of  the  vessels,  hyaline  dcgeneratioji,  jiud  partial  fatty 
degeneration  of  the  t?anic,  narrowing  of  the  luuien  and  proliferation  of  the 
endotheliiiru^  could  (he  said)  he  invariably  demonstrated.  Besides,  it  was 
found  that  in  some  areas  the  connective  Hssne  surrounding  the  vessels  and  the 
fatty  tissue  showed  decided  round-cell  infiltration. 

In  the  hemorrhagic  areas  fresh  and  more  or  less  altered  extravasations 
of  blood  were  observed^  i.  c,  coarsely  granular  or  Haky  blood  pigment,  em- 
bedded between  the  bundles  of  connective  tissue  and  in  (he  cell  infiltrations. 
On  the  other  hand,  Riehl  could  never  detect  piguiented  leukocytes,  as  in  the 
case  of  Addison's  disease,  etc.  In  both  processes  the  cross-striated  muscles 
which  were  examined  showed  fatty  degeneration. 

In  purpura  rheumatiea  and  purpura  caehecticorum  as  well  as  in  a  case 
of  hetnorrhage  into  the  skin  occurring  after  sepsis,  siiuilar  changes  could  be 
determined,  hut  the  vascular  alterations  and  inliUratiouH  of  the  perivascular 
connective  tissue  were  less  marked.  In  all  instances  the  reticular  stratum  of 
the  cutis  showed  the  greatest  implication  of  the  large  arteries;  next  to  these 
the  vessels  of  the  adipose  tissue,  and  least  marked  the  vascular  layers  of  the 
subpapillary  tissues. 

In  all  cases  examined  by  v.  Kogerer  the  vascular  changes  which  have  been 
described  could  he  demonstrated,  and  he  therefore  concludes  their  certain 
connection  with  the  hemorrhages.  He  assumes  further  that  the  hemorrhage 
results  |K*r  rhexin.  But  in  order  that  the  pathologically  change*]  bivers  of 
the  vessels  shall  rupture  during  life,  other  bx'al  conditions,  he  believes,  must 
be  simukaneously  active.  These,  in  his  opinion,  consist  in  thromboses  of  the 
smallest  arteries,  and  he  refers  to  the  hemorrhages  in  the  centers  of  whichj 
in  septic  endocarditis  and  similar  processesj  emboli  of  micrococci  are  found 
(Wcigert,  Litten  and  others). 

Besides  the  early  investigations  of  Hayem  and  Stroganow,  which  have  lieen 
referred  to,  the  more  recent  ones  of  I^eloir  and  Riehl  must  be  mentioned. 
They  confirm  the  finding  of  vascular  changes  in  the  reticular  slratum  of  the 
cutis  and  in  other  areas  of  the  liody,  the  changes  consisting  of  thickening, 
hyaline  degeneration,  fatty  degeneration  of  the  endothelium,  and  formation 
of  thrombi,  v.  Hecklinghausen  also  finds  these  causes  of  hemorrhage;  I  shall 
qnote  two  of  his  remarks  relating  to  this  condition  (fffinfihook  of  Genrraf 
Puthahjgy  of  the  Ctrcuhiiion  and  of  NutrUitffi)  :  "  As  regards  many  cases  of 
multiple  capillary  heuiotrhage,  foruierly  included  in  the  category  of  the  hem- 
orrhagic  diathejsis  or  of  blood  dissolution,  etc.,  we  are  able  to-day  to  prove 
that  they  occur  mechanically,  by  occlusion  of  the  smallest  vessels  with  indif- 
ferent material,  or  with  one  of  specially  septic  constitution/*  and  further; 
*' Occasionally,  as  the  result  of  obstruction  of  a  vein,  capillary  hemorrhages 
also  appear  in  the  area  of  stasis;  this  is,  however,  quite  rare,  and  we  may 
therefore  cfuu-hide  that  here  complications,  for  example,  senile  vascular 
changes,  are  operative.'* 
81 
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Despite  the  report  that  by  anatomical  investigations  vascular  changes  have 
been  found  in  the  ecehymoses  of  neighboring  capillaries  as  well  as  in  the 
smallest  arterial  and  venous  vessels,  in  my  opinion  no  clinician  will  admit 
these  to  be  a  constant  etiologic  factor  in  purpura.  In  order  to  reject  absolutely 
the  theory  that  the  described  vascular  changes  are  the  cause  of  such  processes, 
one  must  have  witnessed  how  the  normal  skin  of  the  entire  body  may  be 
covered  by  hemorrhages  in  the  course  of  a  few  hours,  so  that  the  entire  surface 
appears  Hix)tted  like  the  skin  of  a  tiger  or  a  leopard.  I  refer  here  to  the 
illustration  I  gave  in  NothnageFs  "  Special  Pathology  and  Therap}',"  Part  III, 
vol.  viii.  Such  a  possibility  must  be  constantly  borne  in  mind.  We  shall 
discard  ai)solutely  the  assumption  of  a  vascular  disease  distributed  over  the 
entire  cutaneous  surface,  if  we  consider  the  appearance  and  disappearance  of 
the  afTection  in  the  briefest  time,  the  recurrence  and  repeated  recurrence  after 
varying  intervals,  and  the  final  complete  recovery  from  the  disease.  That  the 
vessels  in  the  hyperemic  areas  present  the  phenomenon  of  stasis  is  self-evident; 
the  exit  of  blood  per  diapedesin  is  itself  the  final  and  most  extreme  phenomenon 
and  expr(»ssi(m  of  each  extensive  stasis.  But  a  purpura  hemorrhagica  widely 
distribut(?(l  over  the  entire  body,  appearing  acutely,  and  sometimes  involving 
the  mucous  membranes  and  the  serous  membranes,  can  never  be  due  to  a 
hyaline  vascular  degeneration.  How  could  this  arise  so  suddenly  and  disappear 
so  raj)idly?  I  admit  the  vascular  degeneration  as  a  cause  in  certain  cases 
running  a  sev(*re  and  fatal  course,  particularly  the  forms  which  run  a  chronic 
course;,  in  which  the  cutaneous  hemorrhages  represent  one  of  the  secondary 
symptoms  of  the  disease,  as,  for  instance,  in  senile  marasmus,  peliosis  cachec- 
ticorum  or  in  pulmonary  tuberculosis.  But  the  mild  cases  (ordinary  purpura) 
which  run  a  more  or  less  rapid  course,  repeatedly  appearing  and  disappearing 
again,  certainly  do  not  depend  upon  stasis  and  hyaline  vascular  degeneration 
but  on  internal  rausrs  entirely  nnknown  to  us  at  the  present  time. 

The  many  microscopic  investigations  which  I  have  made  in  cutaneous 
h(;morrha«^^('s  in  all  forms  of  the  hemorrhagic  diathesis,  and  particularly  my 
numerous  investigations  of  the  blood-vessels  of  the  eye  (the  optic  nerve,  the 
choroid  and  tlic*  retina)  in  pernicious  anemia,  leukemia,  scurvy,  diabetes  and 
sejjsis,  1  must  admit  have  given  results  which  are  by  no  means  satisfactory. 
In  many  liemorrhages  of  the  retina  in  these  diseases,  in  spite  of  the  most 
minute  and  eareful  examination  of  numerous  sections  so  thin  that  they  per- 
mitted tlie  use  of  an  immersion  lens,  I  have  not  succeeded  in  detecting  vascu- 
lar chancres  in  the  arttirioles  or  capillaries  supplying  them.  The  conductint' 
vessel  was  ijuite  intact,  and  eaoli  blood-corpuscle  contained  in  it,  as  well  as 
the  nuclei  of  the  walls,  and  the  patent  lumen,  could  he  distinctly  recognized 
almost  up  to  the  hlccdin<r  }>oint,  where  fnvjuently  a  dichotomous  division 
occurred.  The  two  branches  given  off  could  be  seen  for  a  short  distance  and 
were  (juite  intact  until  \\\v\  disaj)peared  in  the  hemorrhage.  The  eye  of  the 
investigator,  no  matter  how  practised,  is  unable  to  see  in  tlie  midst  of  the  hem- 
orrhage wliicli  completely  covers  the  arteriole  or  capillary  what  has  become 
of  tlie  vessel,  and  e>]>ecially  whether  the  hemorrhaL^i^  has  occurred  per  diape- 
desin or  per  rhexin.  Hence  I  must  absolutt^ly  reject  this  theory,  and  can  onlv 
comj)liment  those  observers  who  were  able  to  demonstrate  a  vascular  change 
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in  "ever)^^*  case.  At  this  point,  T  wish  fo  refer  tn  my  later  investigations 
of  the  vtiscuhir  changes  in  the  retinitis  of  Bright *s  disease,  whieh  arc  soon 
to  be  puhlished. 

Tile  eoiKJitions  arc  not  very  dissimilar  in  lieiiiorrha^e,  oeeurrin*^  a5  the 
result  of  general  septie  disease,  although  they  reiilly  do  not  behing  to  the  same 
cat^ory.  There  is  no  doubt  that  in  eases  of  sepsis  and  malignant  endoearditis, 
in  the  midst  of  cutaneous  hemorrhages,  oecasionally  a  white  eenter  is  seen 
which  is  analogous  to  the  same  processes  in  the  retina.  Although  I  have 
sometimes  succeeded  in  recognizing  these  white  centers  as  small  in  fa  re  ted 
blood-vessels  filled  with  micrococci,  this  finding  is  not  constant,  and  cannot 
be  proved  to  he  a  process  which  occurs  during  life;  under  no  circumstances 
can  conclusions  be  draiAn  from  this  to  explain  the  multiple  cutaneous  hemor- 
rhages in  the  various  forms  of  purpura. 

How  far  an  infection  may  be  assumed  to  cause  the  disease  in  these  latter 
cases  must  remain  an  open  question  until  it  is  proven  whether,  and  to  what 
extent,  the  bacillus  purpuTBP  or  some  other  pathogenic  microlx?  is  a  constant 
iinding  in  the  blood  of  patients  siitTering  from  morhtLs  jftatiihiiiLs.  If  later 
investigations  should  substantiate  this,  the  view  would  also  be  permissible 
that  tlie  toxins  or  ptomains  circuhiting  in  the  blood  lead  to  an  extensive  stasis 
formation  in  the  capillaries  and  small  veins,  or  that  they  directly  alter  the 
blood,  thus  causing  occlusion  of  the  capillaries,  or,  finally,  that  they  affect 
the  vascular  walls  in  their  structure  or  in  the  functions  of  their  muscular 
and  nervous  apparatus  so  that,  for  example,  a  stasis  as  the  result  of  paralytic 
dilatation  of  the  smallest  vessels  might  take  place. 

That  the  severest  cases  of  this  disease,  designated  as  purpura  falminans, 
terminating  fatally  in  the  briefest  time,  are  of  an  infectious  character,  and  are 
probaljly  due  to  the  entrance  of  pathogenic  niieroorganisms  which  have  a  very 
deleterious  etTeet,  I  Ijclieve  to  be  true  beyond  doubt,  although,  unfortunately* 
this  has  not  as  yet  been  proven. 

As  a  rule  the  disease  is  not  frequent ;  females,  according  to  reports,  appear 
to  be  somewhat  more  predisposed  than  males.  An  age  limit  does  not  exist, 
but  at  middle  life  attacks  appear  to  be  most  numerous.  The  aged  and  nurs- 
lings are  very  rarely  affected.  Nevertheless,  the  report  that  prior  to  the  fifth 
year  of  life  scarcely  any  cases  occur  is  incorrect.  I  have  certainly  se<_'n  quite 
a  nundjer  of  cases  which  occurretl  between  infancy  and  tlie  fifth  or  sixth  year. 
These  cases  were  either  pure  "  purpura  simplex  "  or  "  purpura  hemorrhagica/' 
or  such  forms  as  are  complicated  with  disease  of  the  joints  (peliosis  rhcu- 
matica),  or,  lastly,  forms  in  which  not  only  cutaneous  hemorrhage  but  intes- 
tinal symptoms,  particularly  vomiting,  intestinal  colic,  and  watery  or  hemor- 
rhagic diarrhea,  arc  prominent.  In  quite  a  large  number  of  cases  w^bich 
occurred  in  rachitic  children  in  the  second,  third  and  fourth  years  of  life 
the  only  symiptom  was  attacks  of  cutaneous  hemorrhage,  and  after  repeated 
relapses  these  children  made  a  complete  recovery.  Here  also  the  female  sex 
was  in  the  majority. 

Immediate  causes  can  be  determined  only  in  the  rarest  eases.  The  disease 
seems  to  appear  "spontaneously  and  primarily,^'  and  either  to  exhaust  itself 
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in  one  attack  or  to  extend  through  soveral  relapsos.     In  isolated 
duration  of  the  alt  ark  may  be  many  mooths  or  even  years. 

Chilling  or  wetting  of  the  body,  damp  dwellings  and  msuffieient  food  are 
cited  as  eaiises,  but  without  suftieient  rea,son.  Since  unfavorable  cireumstances 
of  life  and  unhygienic  surroundings  reduce  the  bodily  resistance  and  increaae 
the  predis|)osition  to  all  di?^eat^es,  this  is  naturally  the  ca^e  also  in  the  hemor- 
rhagic diathesis.  We  stK!  po<irly  nourished  individuals  with  poor  constitutions 
forming  by  far  the  great  contingent  of  sufferers  from  this  disease,  but  we  also 
find  the  disease  in  millionaires  who  live  in  luxurious  palaces,  and  who  can 
command  all  the  advantages  of  life  and  the  best  of  care. 

The  affection  always  occurs  sporadically  and  as  an  isolated  disease,  never, 
as  in  the  case  of  scurvy  with  which  it  is  often  confused,  showing  an  endemic 
or  epidemic  distribution. 

In  isolated  cases  intoxication  with  marsh  gas  has  been  reported,  but  prob- 
ably this  is  erroneous.  On  the  otlier  hand,  it  appears  to  be  absolutely  proven 
that  in  convalescents  from  enteric  fever  and  malaria^  or  after  these  diseased 
have  run  a  prolonged  course,  purpura  sometimes  follows.  I  have  also  observed 
purpura  as  a  sequel  of  scarlatina  and  measles,  as  well  as  in  the  late  cour^ 
of  diabetes  mellitus  and  in  pulmonary  phthisis,  Brighfs  disease  also  belongs 
to  those  affections  in  the  course  of  w^hich  cutani^ous  hemorrhages  occasionally 
occur.  Evidently  the  conditions  arc  here  somewhat  more  complicated.  I 
should  like  to  refer  to  Mathieu*s  view  that  the  purpura  which  is  seen  quite 
frequently  in  Bright 's  disease  is  of  vital  importance,  and  develops  under  the 
same  conditions  as  uremia.  We  must  recognize  the  absolute  untenabilitj  of 
this  assumption.  Purpura  arises  in  all  forms  of  nephritis,  but  especially  in 
interstitial  nephritis;  during  the  course  of  the  latter  it  often  recurs  (a  few 
spots  or  a  great  many),  and  again  disappears  without  being  of  decisive 
importance  in  prognosis. 

I  shall  revert  later  to  the  views  of  Bamberger,  a  very  careful  observer,  but 
here  I  may  mention  my  own  opinion  based  upon  numerous  observations.  Pur- 
pura and  renal  affections  appear  to  me  to  bear  double  and  varying  relation- 
ship. The  evidence  of  this  is  the  fac^t  that  after  long  continued,  frequently 
relapsing  purpura,  w^e  often  observe  albuminuria  (usually  not  exceeding  0*1 
l»  per  cent)  with  or  without  a  very  scant  number  of  casts.     After  a  shorter 

*  or  longer  duration  these  signs  gradually  disappear  without  developing  into 

chronic  nephritis.  In  a  second  group  of  cases  the  relation  is  unquestionably 
the  opposite,  inasmuch  as  with  a  contracted  kidney,  repeated  attacks  of  sim- 
ple or  hemorrhagic  purpura  occur.  But  in  such  cases  the  prognosis  does  not 
assume  a  more  serious  character. 

Dolirn  once  observed  a  child  l>orn  of  a  woman  suffering  from  purpura,  the 
child  also  kting  attackwl  by  the  disease.  If  this  was  not  really  a  case  of 
hemorrhagic  diathesis  as  a  result  of  septic  infection,  the  conclusion  is  justiSed 
that  the  vascular  system  (bhwd  and  vessels)  of  mother  and  child  suflfered  from 
the  same  deleterious  influences. 

Jn  conclusion,  we  must  mention  that  in  individual  cases  as  an  immediate 
ot>nsc<iuence  of  severe  nervom  shock,  pain,  fright  and  fear,  severe  cases  of 
purpura  arise.     In  this  connection  I  shall  mention  the  case  of  Lebreton,  who 
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saw  purpura  in  a  young  girl  after  great  fright,  appearing  very  acutely  and 
rapidly  running  a  fatal  course.  Upon  the  skin,  large,  conftuent  hemorrhagic 
spots  were  found. 

Bobrizki  saw  in  a  girl  aged  twelve,  as  the  result  of  severe  nervous  shock 
(an  attempted  rape),  an  immediate  attaek  of  morbus  roaculosus.  The  same 
observer  noted  a  second  case  in  a  \w)y  agwl  ten,  who,  in  consequence  of  a 
fire,  was  severely  frightened  and  was  immediately  attacked  hy  the  same  disease. 

Bobrizki  is  of  the  opinion  that  the  irritation  of  the  nervous  centers  produced 
by  fright  caused  a  paralysis  of  the  vasomotor  nei-ves  which  permitted  the 
extravai^ation  of  blood  per  diapetlesin. 

GEITERAL  CLIIIICAL  PICTURE 

By  purpttra  we  understand  an  affection  which  appears  spontaneously,  its 
chief  chjiraeteristic  consisting  in  transitory  hemorrhages  of  the  external  skin, 
the  serous  and  mucous  menilvrancs,  a:^  well  as  hetnorrhage  into  the  parenchyma 
of  the  internal  organs. 

Under  purpura  we  include  only  such  hemorrhages  as  denote  the  character 
of  the  disease  and  stamp  it  as  an  indf'pendenl  alTection,  while  the  purely 
syniptornatic  extravasations  of  blood  which  occasionally  occur  in  the  course 
of  cachectic  or  febrile  affections  (as^  for  example,  in  the  course  of  sepsis  or 
acute  articular  rheumatism)  are  to  Ije  left  entirely  out  of  consideration.  The 
first  form  of  the  disease,  in  which  bleeding  occurs  exclusively  in  the  skin,  is 
designated  "^purpura  simpirx.'^  When  bleeding  occurs  not  only  in  the  skin 
but  in  the  mucous  membranes,  the  serous  membranes,  and  the  internal  (paren- 
chymatous) organs  it  is  designated  purpura  hemorrhagica.  Finally,  when  the 
hemorrhages  run  their  course  wifli  pain  and  swelling  in  the  Joints,  the  disease 
is  called  peliosw  or  pitrpura  rhenmatitu.  This  terminology  might  be  extended 
much  further.  According  to  the  etiology  or  clinical  symptoms,  we  might  speak 
of  pelio.sii  or  purpura  gonorrhoea  or  of  a  purpura  abdominal  is  or  difspe  plica 
(see  l)elow).  But,  as  has  already  Ujfm  stated,  all  these  apparently  different 
forms  depend  upon  a  general  cause,  the  so-called  hemorrhagic  diathesis,  which 
is  probably  due  to  a  microparasitic  pathogenic  agent  (up  to  the  present  time 
entirely  unknown)  and  which  finds  expression  in  forms  that  are  only  clinically 
different  and  merge  into  each  other  in  many  ways.  Altogether  they  form 
one  and  the  same  essential  hemorrhagic  disease  of  var^nng  grade  and  varying 
intensity.  But  it  must  he  always  rememl>ered  that,  besides  the  hemorrhagic 
sjrraptoms,  no  other  primary  affection  is  present  in  the  clinical  picture.  Pur- 
pura  simph'x  is  to  be  looketl  upon  as  the  mildest  form  of  the  disease;  we  can, 
however,  never  pjemise  with  certainty  whether  it  will  remain  mild  during  the 
entire  course  of  the  disease,  or  will  change  gradually  into  severe  purpura  hem- 
orrhftfjica,  or  whether  disease  of  the  joints  or  other  complications  may  even- 
tually appear.  For  this  reason  we  cannot  look  upon  the  various  forms  of  the 
hemorrhagic  diathesis  (mentioned  by  various  authors)  as  distinct.  They  are 
all  aspects  of  one  disease,  pniduced  in  each  individual  case  hy  separate  condi- 
tions.    This  disease  we  call   morbus  marulriffu.^. 

In  describing  briefly  the  history  and  development  of  this  disease,  we  need 
only  follow  a  case  step  by  step  to  demonstrate  the  difficulties  which  arise  in 
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an  attempt  to  classify  tliL'se  heniorrlmgic  diseases  in  aeeordiince  with  the  usual 
reports  ami  designations. 

For  example,  we  will  take  a  eti^c  of  {uirpura  with  Joint  affection  and  intes- 
tinal hemorrha^'e.  Purpuni  with  joint  aiTeetion^  providetl  it  is  not  also  com- 
plicated by  intestinal  liemorrhagOj  would  ordinarily  be  designated  as  peliosis 
rhi'umafim.  As  most  auHiors  inention  neither  internal  hemorrhage  in  pelio- 
sis  rheumatiea  nor  joint  atTeetions  in  purpura  heuiorrhagiea.  embarrassment 
woukl  surely  ensue  a^  to  the  category  in  wliieli  to  place  the  ra.sc  if  t!re  teachings 
of  these  authors  were  followed.  But  it  is  absolutely  certain  that  such  a  en 
should  be  included  in  the  gi'oat  group  of  the  hemorrhagic  diatheses. 

According  to  the  elas,sic  descriptions  of  the  clinicians  of  the  middle  of  the" 
previous  century,   it  was  generally  aceepted  that  purjjura  simplex,  purpura 
hemorrhagica,  and  peliosis  rheumatiea  were  to  be  viewed  as  entirely  different 
diseases,  that  in  peliosis  rheunuitica  no  internal  hemorrhages  occurreil,  and 
further,  that  in  the  ditl'erent  forms  of  purpura  no  joijit  atleetion  was  observed. 

I  need  only  mention  here  the  revered  names  of  Raver,  Willan,  Wunderliclh 
Schonlein,  llebra  and  Cannstatt.  The  last,  in  complete  ummimity  with 
Wnnderlich  and  Hebra,  teaches  that  in  purpura  hemorrhagica,  in  contrast  to 
fK^Hosis  rheunuitica,  no  joint  atfection  occurs,  and,  moreover,  that  the  absence 
of  joint  aftection  is  an  important  diagnostic  point  in  the  ditferentiafiou 
between  purpura  and  scurvy. 

A  differentiid  sign  between  purpura  simplex  and  pur|>ura  hemorrhagica, 
according  to  the  previrnisly  named  authors^  is  the  presence  of  large  ecchyuioses 
upon  the  external  skin  and  the  occurrence  of  l)leeding  from  the  mucous  mem- 
brane and  in  the  internal  organs  in  the  latter  affection. 

Accurate  observation  of  typical  cases  among  a  great  number  of  patients 
hafi  shown  tlie  unreliability  of  all  of  these  views,  and  has  demonstrated  espe- 
cially that  the  points  in  the  history  of  the  individual  ease  regarding  the  forni» 
extent  and  seat  of  tlie  heuiorrhages,  as  well  m  in  regard  to  the  implication 
of  the  joints,  hitherto  held  to  be  diagnostic,  can  no  longer  be  ^  regardtnt 
As  we  shall  have  to  consider  more  minutely  these  important  questions  which 
dominate  the  situation,  I  will  only,  at  this  \Hnni,  deuionstrate  i)y  some  tyi)ieal 
exarujiles  to  what  confusion  it  would  lead  if,  uikhi  the  liasis  of  such  purely 
external  symptoms  and  signs,  the  eases  of  hemorrhagic  diathesis  were  to  be 
classified.  I  shall  now  show  that  other  complications  may  occur  in  Jiemor- 
rhagic  diseases  by  which  the  external  picture  of  the  atleetion  may  be  appar- 
ently changed,  while  its  essential  nature  remains  the  same. 

1  shall  lirst  mention  two  cases  that  came  under  my  own  observation:  In 
the  first  there  were  rei^urring  parox^^sms  of  petechiaB,  large  ecchymoses  and 
6UggilIa(ions  (particularly  in  t!ie  extremities)  with  painful  arthritic  swellings, 
which  passed  rapidly  away:  besides  these,  there  witc  severe  gikst ric  disturb- 
ances with  liilious  vomiting,  attacks  of  colic  and  recurrent  hemorrhagic  diar- 
rhea.    Tlie  gums  were  swolh?n  and  l>led  readily,  the  iwih  were  loosened. 

WiHi  what  were  we  dealing?  Without  practical  experience,  it  would  lie 
ver>^  ditlicult  to  recognize  the  condition  among  the  earlier  classifications,  and 
we  should  lose  our  way  in  the  devious  paths  of  complicated  and  apparently 
non-related  sjinptom-eomplexes.     Purpura,  acute  rheumatic  fever,  scurvy, 
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poliosis,  ilysentery,  all  thoso  would  Ijc  considered,  and  formerly  would  unques- 
tionably have  been  diagnosticated. 

Yet  we  know  now,  from  careful  investigations,  that  ail  of  the^e  symptomB, 
appareiitlj  so  different^  may  run  side  by  side  within  the  conception  of  a 
severe  purpura. 

Wiieh  qualifying  adjective  we  attach  to  the  purpura  in  tliis  case — **rheu- 
mafica/'  **  infest  inalis,"  ^'hemorrhagica/'  or  perhaps,  on  account  of  the  im- 
plication of  the  gums,  "  scorbutica  " — is  quite  immaterial ;  now  one,  now 
another  symptom-group  may  assume  greater  prominence  among  the  phenom- 
ena. As  we  shall  see,  how^ever,  all  of  the  symptoms  which  have  been  men- 
tioned may,  and  occasionally  do,  appear  in  purpura. 

The  second  ease  also  is  a  characteristic  example  of  the  diagnostic  difficulties 
which  may  arise  under  some  circumstances.  Besides  the  extensive  cutaneous 
hemorrhages  which  were  of  paramount  interest,  tliere  WTre  repeated  multiple 
and  painful  jomi  sweUimfs,  appearing  and  disap|>earing  suddenly,  and  re- 
lapses which  almost  always  occurred  if  the  patient  attempted  to  leave  the 
bed.  Symptoms  on  the  part  of  the  digestive  apparatus,  colic,  bilious  and 
hemorrhagic  vomiting,  and  hemorrhagic  diarriiea  were  also  present.  There 
can  be  no  doubt  that  the  case  was  one  of  so-called  purpura  rheumatica. 

Cases  with  extensive  cutaneous  hemorrhages  and  multiple  atihritie  affec- 
tions are  often  described  in  literatnre  as  **  anomalous  "  articular  rheumatism. 
Occasionally  these  are  combined  with  intlammation  of  the  serous  membranes, 
particularly  with  pericardial  exudates-  presumably  of  a  hemorrhagic  nature. 
A  conspicuous  feature  of  these  eases  is  that  the  joint  affection  runs  a  more 
rapid  and  more  favorable  course  than  it  ordinarily  does  in  pure  acute  articular 
rheumatism.  As  similar  cases  originatetl  during  the  period  wiien  the  favor- 
able action  of  salicylic  acid  and  its  salts  upon  diseased  joints  was  unknown, 
it  must  be  suspected  that  the  authors  in  question  failed  to  recogni;5e  the  much 
more  rafjid  and  more  favorable  course  of  tlie  arthritic  a  Sections  in  purpura. 
This  should  have  attracted  their  attentiou  to  the  fact  that  they  were  not 
dealing  with  genuine  articular  rheumatism  '*  with  an  atypical  course/'  but 
with  a  complication  of  purpura. 

Another  complication  of  purpura  which  met  with  tardy  recognition  ex- 
hibits phenomena  on  the  part  of  the  stomach  and  intestines,  such  as  intense 
colicky  attacks  with  vomiting  and  hemorrhagic  diarrhea. 

The  nlmpJcst  and  mildest  fornh^  of  purpura  are  those  in  which  isolated 
hemorrhagic  spots  frequently  apfjear  in  the  form  of  minute  petechia?  ujion 
the  surface  of  the  skin  and  are  the  only  clinical  symptom.  These  sometimes 
occur  very  suddenly  without  being  preceded  by  pnidromes.  ^fore  often  this 
eruption  is  accompanied  by  gastric  disturbance,  loss  of  appetite,  epigastric 
pressure,  Iassitu<]e,  vomiting  and  slight  fever*  The  affection  sometimes  lasts 
but  a  few  hours,  sometimes  for  a  few  days,  and,  exceptionally,  from  one  to 
two  w^trks.  The  cutaneous  hemorrhages  usually  present  themselves  in  the 
form  of  numerous  small  and  large  dusky  red  or  bluish  red  circular  spots; 
they  appeiir  particuhirly  upon  the  lower  Irgs  and  fi^et,  often  also  upon  the 
abdomen  and  the  arms,  and  frequently  exhaust  themselves  in  a  single  crop. 
In  fresh  cases,  they  do  not  disappear  upon  pressure  with  the  finger,  and  they 
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diifer  from  flea-bites  by  the  absence  of  the  circumscribed  circular  areola, 
which  is  ooly  seen  in  acute  cases  and  soon  disappears.  The  face  almost  always 
remains  entirely  exempt,  U|>on  the  extremities  tlie  extensor  areas  are  invari- 
ably more  markedly  implicated  than  the  flexor  areas.  In  form  and  size  these 
cutaneous  hemorrhages  usually  resemble  petechia?,  i.  e.,  they  are  of  the  circum- 
ference of  the  head  of  a  pin.  Occasionally  isolated,  more  extensive  hemor- 
rhages are  observed,  which  are  scarcely  larger  than  a  pea.  In  a  short  time  the 
hemorrhages  change  their  color,  and  undiTgo  the  well-known  alteratirms  in 
color  of  extra vasated  hemoglobin,  or  may  cease  quite  suddenly,  without  leaving 
any  ])igmentation.  After  a  few  days  at  the  Inngest,  during  which  time  relapses 
frefjuently  occur,  they  bec*ouie  pale  and  disappear,  and  the  disease  may  be 
lookt^l  upon  as  having  run  ils  ct>urse.  The  patients,  wlio  are  sometim<*i?  a 
little  anemic,  convale^^ee  and  the  disease  tertuinates  in  complete  restoration  to  ■ 
health;  or  one  or  several  relapses  of  the  same  mild  nature  may  occur.  Xever- 
thele^^s,  after  tlie  process  has  run  its  course  u]>oii  the  skin,  it  m  well  to  make 
regular  and  careful  txaminatious  of  the  urine  for  albumin. 

The  disease  designated  as  pttrpura  hemorrhaffira  represents  a  severe  and 
tenacious  ty|>e  in  which,  besides  cutaneous  hemorrhages,  bleeding  ako  occurs 
into  the  niucous  membranes.  This  variety  may  also  develop  witliout  pnv 
dromes,  and  run  an  afebrile  course.  It  differs  fn>ui  the  previously  described 
form,  above  alb  by  the  fact  that  the  hemorrhages  are  more  profuse  and  more 
extensive,  so  tluU  the  body  looks  as  if  it  had  lji?en  sprinkled  with  blood.  Be- 
sides punctiform  hemorrhages,  extensive  suggillations  occur  which  sometimes 
reach  ns  deep  as  the  cutis,  forming  hard  iuiiltraiions.  Sometimes  large  con- 
fluent blood  spots,  sometimes  streaks  and  globular  or  concentric  fignres,  or 
confluent  masses  of  irregular  arrangement,  are  noted.  Thus  large  areas,  or 
the  greater  part  of  the  entire  cutane<:)U8  surface,  nuiy  be  implicated  so  that 
only  small  [latchcs  of  skin  1x4 ween  the  hemorrhagic  spots  remain  entirely 
free.  The  det^ply  situated  striie-like  hemorrhages,  over  which  the  skin  shnwis 
all  the  colors  of  the  rainlxjw,  are  very  cliaracteristic.  These  are  freqtiently 
found  in  the  popliteal  space,  also  upon  the  upper  arm  and  thighs,  occasionally 
upon  the  buttocks,  and  give  the  impression,  by  their  yellowish  gnvn  or  bluish 
red  color,  that  they  were  produced  by  a  blow,  a  fall,  or  a  contusion. 

Similar  discolored  cutaneous  areas  are  found  in  scurvy  due  to  deeply-seated 
extravasations  which  have  undergone  the  same  changes  in  color  tbat  extrava- 
4?ated  hemogln!)in  shows.  These  extravasations  may  be  deeply  situated  in  the 
muscles  and  cause  det^ided  heuiatomata. 

Fever  may  be  entirely  absent;  if  evening  rises  in  temperature  occur  they 
are  usually  slight,  the  temf>erature  rarely  excee<ling  101.3**  F.;  mon»  fre- 
quently, however,  this  form  runs  its  course  without  fever.  Occasionally,  but 
by  no  means  always,  hemorrhages  take  place  in  the  mucous  membranes.  The 
earliest  are  in  the  nasal  mucous  membrane,  and  may  produce, more  or  les^ 
severe  epistaxis. 

This  is  followed  by  hemorrhages  of  the  mucous  membranes  of  the  Upa, 
chtvks,  palate,  and  gums,  without,  however,  as  in  the  case  of  scurvy,  giving 
rise  to  loitsening  of  the  tei^th  or  to  ulcerative  procf^ses  in  the  gurns;  yet  occa- 
ftionally  there  is  a  loo^kentiig  or  ewelHng  of  the  gums  and  also  even  hemorrhage. 
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Severe  gastric  conditions,  or  decidal  pain  and  swelling  of  the  ]oinrs  are  more 
rarely  noted,  at  nio,<t  in  40  per  cent,  of  the  cases.  Rut  t!ie  process  may  last 
a  long  time  (six  to  fifteen  months)  owing  to  repeated  relapses,  and  nmy  cause 
great  debility.  Severe  grades  of  anemia  coinhiued  with  palpitation,  vertigo 
and  syncope  are  not  infrequently  observed  in  sueli  cases. 

The  d(^l)ility  is  iiuirkedly  increased  wlien  the  disease  runs  its  course  with 
fever  and  albuminuria.  It  is  to  be  mentinned  that  in  bed-ridden  patients  re- 
lapses take  place  as  soon  as  the  paliimts  attempt  to  leave  the  bed;  it  ii^  at  thi^s 
time  also  that  joint  alTections  are  apt  to  appear  or  rf^eur.  The  severe  cases  of 
imrpura  hemorrhagica  with  gastric  symjjtoms  will  he  considered  later  on. 

Purpura  urtiain^  has  been  descriL>ed  by  authors  as  a  special  variety  in 
wliicli,  iK'sidcs  cutaneous  hemorrliage.  there  is  an  urticarial  eruption  of  the 
external  skin,  the  individual  wheals  of  which  appear  to  be  hemorrhagic. 
Occasionally  tliesc  urticarial  eriif>tions  occur  simultaneously  with  p€t<x;hiEe^  in 
other  casi's  tlie  two  conditions  jilteruate. 

Htricfly  we  shouhl  use  the  term  "purpura  urticans''  to  designate  only 
such  cases  of  urticaria  as  leave  behind  them  true  petechiic  or  purjmric  areas. 
I  have  observed  such  cases  in  which  each  time,  after  the  patient  had  left  hi.s 
bed,  new  paUhes  of  urticaria  alternating  with  ]>nrpura  appeared,  and  in  which 
the  urticarial  eruption  invariably  left  purpuric  areas  behimi  Such  cases  last 
for  many  weeks,  or  even  for  months.  Gastric  symptoms  are  often  present  in 
purpura  urticans,  as  in  true  urticaria. 

The  forms  of  purpura  which  I  have  described  thus  far  (including  the 
milder  forms  of  the  so-called  ertjthrma  nodosum — boil-Hke.  deep  iniiltrations 
with  hemorrhages)  usually  appear  without  conspicuous  prodromata,  and  with- 
out other  local  disturbances.  In  contrast  with  these  forms  of  "  pure  ''  purpura 
are  others  in  wlrich,  a  few  days  prior  to  tlie  appearauce  of  the  hemorrhagic 
phenomena,  mild  prodromes  of  an  indefinile  nature,  lassitude,  headaclie,  an- 
orexia, may  k?  ol)servcd.  Finally  a  drawing  sensation  in  the  liuibs  and  pain 
in  the  joints  nuiy  uslier  in  the  malady ;  then  moderate  fever,  lasting  several 
days,  with  pain  in  the  joints,  particularly  of  the  lower  extremity,  appear  and 
last  until  the  outbreak  of  the  true  purpuric  affection.  Thus  we  reach  the 
form  which  has  been  designated  priuksvi  or  purpura  rhrumaiica.  It  is  to 
Schonlein's  credit  that  he  first  recognized  the  unquestionalde  and  intimate 
rclation  existing  between  the  hemorrhagic  diathesis  and  certain  arthritic  alTw- 
tions;  but  he  did  not  liisccrn  that  this  connection  is  a  very  general  one.  On 
the  contrary,  he  dechircni  it  to  he  only  a  limited  one,  and  thus  he  failed  to 
apprehend  the  true  nature  of  the  hemorrhagic  diathesis,  the  proper  under- 
standing of  which  was  delayed  for  a  long  time. 

The  designation  peliosis  (rf  ircA/tixrtg)  is  first  found  in  the  works  of 
Hippocrates  and  signifies  *M)loo*i  under  the  skin."  As  is  well  known,  Schim- 
lein  appropriated  this  term  as  a  designation  for  the  clinical  picture^  and  added 
to  it  the  i'pithct  '"  rhcunuitica." 

According  to  Scluinlein's  well  known  lectures,  which  were  published  by 
"some  of  his  pupils."  tlie  following  are  the  main  symptoms  of  poliosis  rheu- 
mat  tea:  *' The  areas  never  coalesce.  The  patients  have  either  formerly  suf- 
fered from  rheumatism,  or  then  exhibit  rheumatic  phenomena,  mild  periodic 
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pains  ill  tlic  joints  (in  the  iiiikk\s,  in  the  knuet?,  or  in  the  joints  of  the  hand 
and  shoulder).  These  joints  are  edematous  and  painful  to  the  touch.  The 
spots  characteristic  of  the  disease  appear  in  the  majority  of  cases  first  upon 
the  extremities,  particularly  upon  the  lower,  and  then  only  up  to  the  knees. 
The  heraorrhagie  areas  are  of  the  size  of  a  lentil  or  a  millet^seed,  light  red, 
not  raised  ahove  the  skin,  and  gradually  turn  a  dirty  hrown  and  desquamate. 
(The  hitter  sjmiptom  in  my  experience  is  most  often  ahsent!)  The  eruption 
occurs  in  crops  during  a  period  lasting  often  for  week^.  Any  change  of 
temperature,  no  matter  how  slight^  may  cause  a  new  eruption.  The  alTectioa 
is  mostly  accompanied  by  fever,  which  is  of  the  remittent  typo, 

"  The  disease  has  lieen  eonfoimded  with  morbus  maculosus  Werlhofii.  The 
abflenee  of  the  so-ealh'd  purpuric  pheiiomena  in  tlie  mouth  whicii  shows  no 
ehan^n3s,  tlie  al)senee  of  free  hemorrhages,  the  ahsenee  of  nervous  phenomena, 
the  character  of  the  exanthem  (never  reaching  the  size  typical  of  Werlhof^a 
disease,  never  becoming  confluent,  and  being  a  light  red),  the  atfection  of  the 
joints  which  is  lacking  in  maculosus,  the  great  debility  and  loss  of  strength, 
confirm  the  diagnosis. 

*'  The  clinical  picture  is  seen  in  individuals  with  a  delicate,  vulnerable  skin, 
who  have  either  previously  suffered  from  rheumatism  or  in  whom,  as  the 
result  of  chilling,  symptoms  of  |wlinsis  simultaneously  with  those  of  rheuma- 
tism apijear/'     80  much  for  8chonlein*s  view. 

Notwithstanding  the  great  master's  beautiful  and  exact  portrayal  of  the 
clinical  picture  which  has  been  named  after  him,  it  is  evident  that  his  experi- 
ence in  purpuric  diseases  was  not  extensive.  We  find  in  tfiis  description  all 
the  errors  which  have  so  long  dominated  this  department  of  clinical  malieine; 
they  have  hc^n  propagated  in  the  text-books  for  three  dt^cades,  and  have 
retarded  the  recognition  of  the  true  nature  of  this  group  of  diseases. 

Particularly  fallacious  is  the  idea  that  the  situation  and  the  si2e,  as  well 
as  the  eniifigiinition  of  the  hemorrhages,  are  charaeteristie  of  this  or  that 
form,  as  well  as  the  isolatirui  or  the  confluence  of  the  purpuric  spots.  It  is 
equally  unimportant  whether  the  hemorrhages  occur  only  upon  the  external 
skin  or  also  upon  the  mucous  membranes.  But  the  erroneous  interpretation 
of  the  presence  or  al)sence  of  arthritic  atfections  in  the  hemorrhagic  diathesis 
had  more  influenee  than  any  other  factor  in  preventing  a  true  understanding 
of  the  nature  of  tiie  nmlady.  'i'he  recognition  of  the  fact  that  in  every  form  of 
the  hemorrhagic  diathesis  the  joints  may  be  implicated  did  not  come  till  raneh 
later.  The  correction  of  this  error  may  properly  be  lof^ked  upon  as  the  most 
important  advance  in  the  knowledge  of  the  hemorrhagic  diseases. 

Literature  furnishes  but  a  single  autopsy  report  of  the  disease  de^crilied 
under  the  misleading  term  peliosis  rheumatiea.  This  ease  is  from  Tranlje^s 
Clinic,  and  is  reported  by  Leutliold.  It  deserves  special  consideration,  because 
Traiilie  was  for  a  long  time  Schuulein's  clinical  assistant,  and  knew  exactly 
what  Sehiinlein  meant  by  the  designation  *' peliosis  rheumatiea."  The  case  is 
briefly  as  follows:  A  carpi'nter,  age<l  thirty-nine^  after  prolnng«.*d  lifting  in  the 
Clinic,  develope*!  slight  pain  in  the  joints.  There  was  edema  of  the  feet,  and 
upon  the  dorsum  of  l^ith  several  small  dark  red  areas  atiout  the  si:^  of  a 
pin's  head  ap|>eared;  these  areas  did  not  rise  above  the  level  of  the  skin  nor 
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disappear  upon  presi^ure  with  tlio  finger.  At  the  tiia]li?oli  (which,  like  all  the 
jointij  of  the  feet^  were  parlieularly  tender  to  the  touch)  there  were  areas  of 
the  same  kind  but  of  larger  cireumference.  Tlie  temperature  rose.  A  few 
days,  later  there  was  distinct  swelling  in  the  right  knee-joint ;  in  the  folio wmg 
night  there  were  tearing  pains  in  the  joint  and  a  further  eruption  of  peteehiae, 
which  was  most  profuse  upon  the  forearm  and  lower  extremity,  occorn^l  in 
groups  or  isolated  in  parts  of  the  body  exeepting  the  thorax  and  the  face. 
Besides  this,  marketl  edema  of  the  hands  and  erythema  of  the  finger-jointa 
developed  ;  in  the  same  region  after  the  appearance  of  petechisE  in  the  following 
night  with  swelling  of  the  left  knee-joint,  hirge  extravasations  of  hlood  oc- 
cur nnh  raising  the  skin  in  the  form  of  tvnse  vesicles. 

While  some  of  the  peteehite  became  pale  and  disappeared,  new  crops  of 
hemorrhagic  patcties  appeared  simultaneously  with  an  improvement  in  the 
arthritic  swelling.  The  fever  during  this  time  was  partly  of  the  continutnl 
and  partly  of  the  iniermittent  type.  Albuminuria  w^as  present.  Among  the 
autopsy  findings  I  shall  only  mention  those  of  the  diseased  joints:  In  the  right 
knee-joint,  which  was  somewhat  distended,  much  colorless,  viscid,  ropy  fluid; 
the  synovial  membrane  very  pale,  only  in  isolated  areas  in  the  upper  part  here 
and  there  brownish  points.  The  fatty  areas  show  decidai  injection.  The 
semilunar  cartilage  is  transparent^  somewhat  yellowish  upon  the  border.  In 
the  left  knee-joint  also  much  cleiir  fluid  and  around  the  patella  fenestration, 
transudation  and  vas<ular  injection ;  under  the  tendon  of  the  extensor  of  the 
knee,  brownish  extravasations,  partly  fresh,  partly  fading. 

"  Tlie  pathologico-anatomical  findings  in  this  obscure  process  which  Schon- 
lein  has  described  as  fjeliosis  rheumatica,  differ  in  no  respect  from  the  changes 
shown  at  autopsy  in  the  joints  in  acute  rheumatism."  Near  this  the  impor- 
tant note  is  found :  *'  Not  markedly  different  from  the  findings  in  gonor- 
rheal rheumatism/' 

A  patient  in  the  course  of  gonorrhea  was  attacked  by  ileotyphus,  which 
caused  death  at  the  beginning  of  the  eighth  day.  In  the  autopsy  report  the 
following  is  noted:  "The  right  knee  is  jjcrliaps  sonunvbat  wider  than  the  left 
externally  ;  otborwise  viTy  little  that  is  abnormal.  Internally  there  was  a  very 
marked,  fine,  dark-red  injection  of  the  ligamenta  cruciata,  as  well  as  of  the 
entire  capsule  of  the  joint,  besides  a  gelatinous  eilema  of  the  same,  most 
developed  around  the  patella.  The  cartilage  of  the  joint  and  the  semilunar 
cartilage  present  nothing  abnormah  The  fluid  in  the  joint  is  scant,  some- 
what more  viscid  and  darker  than  normal.  In  their  sequelae  also,  genuine 
rheumatism  and  gonorrheal  rlieumatism  appear  to  have  a  certain  similarity, 
m  may  be  noted  from  the  observation  of  an  endocarditis,  which  occurred  in 
connection  with  the  rheumatism  of  a  long-existing  gonorrhea,  and,  therefore, 
must  lie  looked  upon  as  dependent  upon  it/* 

Thus  far  the  fact^  1  Wlietlier  or  not  we  recognize  the  existence  of  a  clin- 
ical picture  such  as  Schcinlein  described  and  designated  as  peliosis  rheumatica 
must  be  left  to  the  individual  judgment.  Frobalily  all  will  agree  on  one 
point,  viz. :  that  if  we  ad<^pt  the  name  introduced  by  Schrmlein  we  must  under- 
stand liv  it  what  he  understood.  Xevertheless  we  frequently  find  the  name 
used  without  any  clinical  picture  in  the  remotest  degree  resembling  the  condi- 
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tion  described  by  Schonlein.  I  shill  mention  here  only  the  well-known  cases 
of  Baml)erger,^  the  description  of  which  the  author  introduces  with  the  words: 
"The  so-calk*d  pelio.^is  rheTimatica  in  the  lower  extremifiG^  often  occurs  in 
Bright 's  disease.  I  find  five  ca^es  of  this  kind  among  my  observations.  Usu- 
ally the  purpuric  areas  remain  unelmnged  for  many  months.  A\liat  connec- 
tion exists  here,  if  we  do  not  use  g^eneral  expressions,  is  not  at  present  clear. 
In  two  instances  an  autopsy  was  held:  I  shall  briefly  descrilM?  the  cases: 

"  1,  A  man  aged  thirty-nine,  always  well,  admitteil  to  the  hospital  on  ac- 
count of  pain  and  bemorrbagie  areas  upon  the  lower  extremities.  After  some 
days  edema;  great  amount  of  albumin.  Pleurisy.  Death.  At  the  autopsy 
hemorrhages  were  found  in  the  skin,  upon  the  niueous  membrane  of  the  stom- 
aeh,  and  in  the  kidneys. 

**  2.  A  woman  aged  Ihirty-six.  Besides  the  usual  symptoms  of  Brigbt^s  dis- 
ease, there  was  stenosis  of  the  mitral  valve,  also  engorgement  of  the  liver. 
Purpuric  areas  upon  the  lower  extremity  had  existed  over  a  year.  Death  due 
to  ayoplexy.  Autopsy,  Fresh  hemorrhagic  focus  in  the  lirain;  sfenosis  of 
the  mitral  valve;  wedge-shaped  infarct  in  tbe  spleen;  pneumonia  and  chronic 
nephritis.'' 

These  cases  do  not  in  the  least  resemble  the  clinical  picture  of  S<*honlein ; 
in  each  ease  he  was  dealing  witli  a  chronic  nephritis  with  purpura  the  result 
of  cachexia  and  tbe  hemorrhagie  diathesis  due  to  this  {peliosis  eacbecticoruin). 
Bamlierger  bere  uses  tbe  designation  ''peliosis"  as  synonymous  witli  **  pur- 
pura/* and  has  no  reason  to  speak  of  a  rheumatic  form  as  he  in  no  way  indi- 
cates any  disease  of  the  joints.  If  one  searches  for  the  etiologic  relationship 
of  t!ie  symptoms,  one  must  surely  find  it  in  the  loss  of  albiHuin  which  caused 
the  cachexia,  and  in  the  hemorrhagic  diathesis  depondent  upon  this. 

I  have  seen  great  uuml>ers  of  cases  with  hemorrbages  such  as  Bamberger 
descrihed,  in  chronic  nephritis  as  well  as  also  in  old  valvular  lesions  of  the 
heart,  and  have  only  Itere  described  these  in  order  to  show  that  the  clinical 
picture  presented  by  prominent  clinicians  a  comparatively  short  time  after 
Schfinlein's  teaching  was  so  obscured  that  nothing  was  left  of  it  hut  a  pecul- 
iar typi?  of  cutaneous  hemorrhage.  That  tliis  has  lieen  generally  looked  upon 
as  the  main  symjjtom  of  the  atTcetion  is  showm  !iy  an  exaniination  of  the 
literature.  Here  we  are  forcibly  impressed  with  tbe  fact  that,  step  by  step, 
from  the  great  group  of  purpura  varieties  wbieb  ran  their  course  with  arthritic 
symptoms,  one  particular  form  was  arbitrarily  separated  and  presented  as  an 
independi^nt  disease.  As  the  number  of  eases  accumulated  it  became  clearer 
that  arihritu'  affeviions  maij  ocrnr,  and  do  occur  in  every  xmrieUj  of  hemor- 
rhagic  disease.  Soon,  without  an  exception,  all  those  cases  were  descrilxHl  as 
peliosis  rheumatica  in  wbieb  the  two  s}Tiiptoms  were  found.  If  the  cases  hap* 
pened  to  differ  very  widely  from  Schonlein's  description  tbey  were  explained  aa 
a  form  of  p:'liosis  with  ^*  an  at>7>ical  course/'  Thus  it  came  to  pass  that  nei- 
ther a  definite  form  of  hemorrhage  nor  any  special  type  of  joint  affection  wafi 
considered  t}"pical  of  the  clinical  picture  in  question,  and  on  the  other  hand  no 
importance  waB  attached  to  etiology. 

1  Wiirzhurger  med.  Zeitachr.,  Bd.  i,  1860. 
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In  consequence  of  these  slovenly  methwls  of  elas^ificiition  cases  of  ulcera- 
tive endocarditis  with  purulent  artliritis  and  multiple  cutaneous  and  internal 
hemorrhages  finall}"  came  to  he  designateil  as  peliosis  rheumatica,  and  hemor- 
rhage in  the  latter  disease  was  assumed  to  he  emboUc.  But  if  we  leave  out 
of  consideration  aUogetlier  the  residts  of  the^^e  hlunders,  we  find  in  literature 
an  increasing  nniul)er  of  cases  descrihed  as  poliosis  rheuruatica  which  have 
nothing  in  eommon  with  the  original  Schoniein  clinical  picture  except  the 
combination  of  hemorrhages  and  joint  affection.  Attention  to  a  particular 
type  of  hemorrhage  soon  ceased,  and  instead  of  the  isolated,  non-eontluent, 
lentU-sized  petechiie  upon  the  lower  extremities,  descrihed  hy  Schoniein,  wo 
lind  writers  including  in  their  descriptions  every  form  of  cutaneous  hemor- 
rhage, of  mucous  nicnihrane  hemorrhage,  and  of  heraorrhage  into  internal 
organs.  If  we  attempt  to  hring  order  out  of  the  chaos  of  pathologic  entities 
and  clinical  pictures  descrihed  iii  literature  under  the  name  of  petiosis  rheu- 
niatica  we  find  simple  purpura,  purpura  hemorrhagica  and  purpura  uHicans, 
morbus  maculosa^  Werlhofii^  scurvy,  true  pi^Iiosis  rheumatica  and,  finally, 
erythema  nodosum. 

Occasionally  we  find  each  of  these  maladies,  running  their  course  with 
cutaneous  hcuu>rrliage,  complicated  witli  joint  affections,  as  will  he  later  ex- 
plained in  detail.  Hence  the  decision  as  to  the  nature  ami  character  of  the 
disease  should  not  depend  upon  the  seat,  nor  the  size,  nor  the  form  and  conflu- 
ence of  the  hemorrhages,  nor  upon  the  implication  of  the  mucous  memhranes, 
the  serous  meirduancs  or  the  internal  organs,  nor  even  u]>ou  the  serpience  of 
the  individual  symptonis,  hut  trhoJly  itpun  (he  c/r'o%///.  This,  however,  in  the 
group  of  diseases  above  mentioned,  must  be  looked  for  in  those  changes  in  the 
blood  which  we  have  designated  hy  the  term  hemorrhagic  diatherSVi.  Patients 
suffering  from  tins  disease  have  a  pale,  delicate  skin  which  upon  the  slightest 
cause  shows  a  tendency  to  hemorrhage ;  they  also  present  the  well-known  symp- 
toms of  chlorosis  and  anemia.  It  is  probably  due  to  this  vulnerability  of  the 
skin,  which  is  also  unusually  sensitive  to  changes  in  temperature,  that  such 
individuals  are  more  readily  attacked  by  rheumatoid  affect  ions  than  others. 
It  seenis  arbitrary  to  isolate  from  tins  great  complex  of  cases  wliich  have  a 
common  cause,  a  single  group  particularly  characterized  by  the  behavior  and 
localization  of  the  petechia^  and  to  assign  a  particular  name  to  it.  In  any 
large  batch  of  clinical  materia!  many  cases  will  be  met  with  which  correspond 
minutely  to  the  description  of  Schoniein,  with  the  s^dc  difference  ihat  the 
form  of  the  hemorrhages  varies,  or  that  they  have  their  seat  in  the  mucous 
membranes.  How  can  the  latter  be  reasonably  describe^l  as  peliosis  rheu- 
matica, and  the  former  not?  I  have  a  large  number  of  clinical  histories  which 
I  have  been  for  a  long  time  collecting  because  I  was  interested  in  the  ques- 
tion of  the  relation  between  the  hemorrhagic  diseases  and  afTection  of  the 
joints,  I  shall  refer  later  to  the  conclusions  based  on  these,  and  at  this  point 
shall  only  state  that  I  concur  in  the  opinion  at  which  Schebv-Bueh  arrived 
after  careful  study:  ^*  The  history  of  peliosis  rheumatica  is  of  itself  sulficient 
to  show  (he  unteuahility  of  the  view  that  it  is  an  independent  disease,  even  if 
we  did  not  have  other  weighty  reasons  for  the  same  conclusion,'' 

No  one  would  think  of  designating  scurvy  combined  witli  arthritic  affee- 
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tion  as  peli<^  rhemnatiGa,  yet  csrefuUj  studied  cas^  of  purpura  hemor- 
rhagica with  joint  affection  hare  been  described  br  ^OIne  writers  as  peliosis 
rhenmatica.  and  by  others  as  acute  articular  rheumatism  with  hemorrhages. 
French  and  English  authors  were  among  the  first  to  describe  all  such  cases  of 
extensive  hemorrhagic  diathesis  with  articular  affection  as  "acute  articular 
rheumatism  with  atypical  course/^  and  thus  to  a  certain  extent  constructed  a 
new  clinical  picture.  This  example  shows  what  the  results  might  be  if,  with- 
out the  protective  guidance  of  etiologr,  and  solely  on  the  basis  of  obvious 
symptoms,  one  should  attempt  to  classi^  these  cases !  With  a  sharply  defined 
clinical  picture  such  as  scurvy  usually  presents,  only  an  unusually  slovenly 
habit  of  mind  could  make  it  possible  to  mistake  the  relation  of  the  symptoms. 
But  the  case  is  quite  different  when  we  attempt  to  deal  with  the  group  of  cases 
last  indicated.  Some  authors  describe  them  as  purpura  or  peliosis  rheumatica, 
according  to  whether  the  cutaneous  phenomena  or  the  joint  affections  are 
more  prominent;  others  call  them  rheumarthritis,  without  realizing  that  the 
clinical  picture  does  not  correspond  to  §cbonlein's  conception,  and  that  in 
acute  articular  rheumatism  cutaneous  hemorrhages  do  not  occur  except  in  the 
presence  of  certain  severe  complications ! 

One  who  has  seen  much  of  acute  articular  rheumatism  knows  that  it  has 
in  uncomplicated  eases  no  association  with  cutaneous  hemorrhages,  and  will 
not  confound  this  disease  with  any  other.  Of  great  importance  is  the  tend- 
ency of  rheumatism  to  produce  secondary  inflammations  of  the  serous  mem- 
branes and  of  the  endocardium,  which  is  absent  or  extremely  rare  in  the  pure 
form  of  peliosis  and  in  the  hemorrhagic  diathesis.  Further,  the  absence  in 
all  forms  of  purpura  of  the  very  severe  and  exhausting  sweats  of  acute  rheu- 
matism, as  well  as  the  absence  of  severe  joint  phenomena,  is  important.  Cuta- 
n(»ous  or  intcTual  hemorrhages  (particularly  of  the  retina)  occurring  in  acute 
rheumatism  dei)end  upon  a  complicating  acute  endocarditis,  as  I  have  explic- 
itly pf)inted  out  in  my  monograph  upon  septic  diseases.^  Such  cases  are  also 
to  he  clearly  differentiated  from  those  in  which,  with  a  simultaneous  septic 
or  so-called  ulcerative  endocarditis,  purulent  joint  metastases  with  numerous 
pctechi«x»  distril)ut(Hl  over  the  entire  skin  and  retinal  hemorrhages  appear. 
The  cardinal  difference  between  these  groups  is  that,  in  the  former,  dcute  artic- 
ular rheumatism  introduces  the  scene  and  represents  the  original  disease,  while 
in  the  latter  a  wound  affection  (for  example,  diphtheria  of  the  placental  area, 
etc.)  or  Intrrnal  suppuration  (such  as  thrombophlebitis  suppurativa  of  the 
pelvic  veins  due  to  abortion,  or  of  the  spermatic  veins  in  the  course  of  gonor- 
rhea) is  the  cause.  In  the  last-named  group  of  cases  the  joint  affections  are 
invariahh/  secondary,  ^fany  examples  of  both  varieties  of  cases  have  been 
^ivcM  in  my  article  upon  septic  disease.      (See  p.  380  et  seq.^  and  p.  588.) 

llaviM«:  nr)w  prov(»n,  as  T  believe,  that  there  is  no  justification  for  Schon- 
lein's  clinical  picture  of  peliosis  rheumatica,  and  that  the  condition  was  a  joint 
affection  cornhincd  with  a  hemorrhap^ic  diathesis,  T  must  mention  that  there 
are  cases  which  run  a  course  exactly  as  described  by  Sehonlein,  except  that 
they  ar(»  due  to  another  cause,  namely,  gonorrhea.     I  liave  used  the  designa- 
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tion  "  peliosis  gonnrrhoica"  in  my  article  upon  jhis  siiliject,^  Im-aiise  I  wished 
to  point  out  to  the  professiori  tlie  cxtornoi  t'oniKxtiou,  and  al?!o  tluit  tliere 
might  l>e  no  ii  li  su  o<]  erst  and  int(  of  what  I  mean  by  the  expre^s.ston,  bnt  I  shall 
not  con.sider  fnrther  the  form  of  joint  alTw^tion  with  entaneous  honiorrliagc 
which  arisci*  in  eonneetion  with  gonorrhea. 

In  the  main,  8ehonlrin\^  de.scription  is  appliealile  to  the  milder  forms  of 
rheunmtic  purpura.  Some  fnrtlier  explanation  will  t^e  given  in  tlie  descrip- 
tion of  the  so-called  Henoch's  purpura.  With  the  appearance  of  purpura  the 
artliritic  pains  generally  eease.  Not  infrequently  tlie  purpuric  spots  are  asso- 
ciated with  urticarial  eruptions  and  edema  of  the  dorsum  of  the  feet  and 
ankles,  as  well  as  with  erythema  multifornu:*  exsudativum.  The  disease  may 
run  its  course  in  a  few  weeks.  Fre(|uently,  however,  relapses  oecur  with  re- 
newed arthritic  pain  and  fresh  eruptions  of  purpura,  and  the  disease  some- 
times lasts  for  months,  even  from  eighteen  months  to  two  years  and  longer. 
Fever  may  he  present  or  eompletely  absent. 

The  more  intense  the  affection  of  the  joint  the  higher  the  evening  rise 
of  temperature.  In  very  severe  cases,  in  which  the  clinical  picture  may  re- 
semble acute  articular  rheunuitism,  we  find  prolonged  febrile  rises  of  a  remit- 
tent  character.  The  atfLition  ditfers  from  true  typical  articular  rheumatism, 
above  all,  l>y  the  absence  of  profuse  sweats  and  of  a  tendency  to  endocardial 
complications,  to  which  the  hemorrhages  occasional ly  seen  in  true  rheumatism 
are  to  he  referred.  Nevertheless  in  rare  and  severe  cases  of  rlieumatie  yjur- 
pura,  the  appearance  of  tlie  diseased  joints  nmy  very  closely  resemble  that  in 
true  acute  articular  rheumatism,  even  to  such  an  extent  that  a  differentiation 
is  impossible.  In  a  ease  from  Traube's  Clinic  reporter]  by  Ltnithold,  which 
ran  a  fata!  course,  the  condition  of  the  joint  diifered  nowise  from  the  changes 
which  are  oljservctl  at  the  autopsy  in  acute  rheumatism  (see  above).  How- 
ever, no  report  of  purpura  rheunuitiea  is  known  to  me  in  which  a  purulent 
effusion  was  met  with  in  the  joint  cavities.  If  the  disease  is  very  much  pro- 
longed, anemic  symptoms  bei^ome  noticeable  as  in  acute  rheumatism,  among 
others  anemic  cardiac  murmurs.  Only  rarely  is  enlargement  of  the  spleen 
observed. 

Hemorrhages  into  the  mucous  memhranes  are  not  absent :  thus  Kaposi 
found  in  one  case  hematuria,  in  another  case,  which  terminated  lethally,  et^chy- 
mosis  with  suhsequent  gangrene  of  the  mucous  mem!irane  of  the  palate,  while 
Duhri ng  described  a  bloody  discharge  from  the  genitalia.  These  cases  rest:-!!!- 
blefl  the  form,  now  to  l»e  delineated:   Henoch's  *'  purpura  ahdomitmUft.'" 

Henoch  first  noted  in  the  year  18*18  as  a  complication  of  purpura  the  fact 
that  the  eruption  of  purpura  and  the  arthritic  phenomena  may  he  accompanied 
by  a  number  of  abdominal  symptoms:  Vomiting,  heniornhagic  diarrhea  and 
Cf>lic.  Henoch  represented  as  characteristic  the  appearance  of  these  symptoms 
in  paroxysms  with  an  inten^al  usually  lasting  several  weeks,  and  occasionally 
even  as  long  as  a  year.  Tn  tlie  earlier  literature  upon  purpura,  with  the  excep- 
tion of  a  case  by  Witlan,  there  is  no  definite  report  of  the  occurrence  of  this  dis- 
ease in  combination  with  Joint  troubles  and  severe  abdominal  symptoms.    We 
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therefore  regard  this  not  as  a  special  form  of  purpura  l)ut  as  a  special  maai- 
festal  ion  of  the  same  transitory  hemorrhagic  diatheses  which  m  all  cases  have 
one  and  Itie  sauu?  pathogenetic  canse. 

According  tn  v.  Dnsch  and  Hnche  the  affection  occurs  especially  in  youth. 
In  earliest  childhoorh  from  the  first  to  the  third  year,  and  in  advanced  age, 
beyond  ihc  fort}^-sixth  year  of  life,  no  case  is  know-n ;  after  the  third  year 
the  number  of  case^  gradually  increases  to  its  maxituum  between  the  ninth 
and  twelfth  years.  The  frequency  then  remains  about  the  sauic  up  to  the 
twenty-fourth  year.     Beyond  this  age  the  affection  again  Iw^comes  quite  rare. 

Males  are  more  f retjuently  attacked  than  females ;  of  forty  patients  whose 
sex  is  mentioned  33  were  males  and  7  females.  These  reports  regarding  age 
and  sex  ditTer  tkcidedly  from  those  of  other  authors.  Regarding  sex,  I  have 
noted  a  decided  prejwnderaiicc  of  the  afFection  in  males. 

As  predisposing  causes,  besides  recovery  from  a  previous  acute  rheumatic 
attack,  unfavorable  hygienic  conditions,  damp  dwellings  and  insulficient  nutri- 
tion are  soiuetiiiies  noted,  Imt  among  the  cases  there  are  also  patients  who  have 
not  been  subjected  to  tliese  influences.  It  is  necessary  to  emphasize  this,  as 
purpura  is  still  occasionally  spoken  of  as  a  disease  of  the  proletariat,  and  as 
the  expression  of  a  certain  general  cachexia. 

With  more  or  less  disturbance  in  general  health  of  varying  duration,  accom- 
panied by  headache,  lassitude,  anorexia,  etc.,  rheumatoid  pains  appear  which 
are  drawing  or  tearing  in  character,  not  strictly  localized,  but  in  various  parts 
of  the  body,  having  their  seat  particularly  in  the  lower  extremity  and  in  the 
hack.     At  times  there  is  a  transitory  edematous  swelling  in  the  alTected  regions. 

Some  of  the  [jatients  now  take  to  bed,  others  continue  to  follow  their  ordi- 
nary pursuits.  Soon,  however,  severe  pains  occur  in  one  or  more  joints,  usu- 
ally without  any  perceptible  external  change  in  the  alTecterl  area;  in  other 
cases  one  or  more  joints  begin  to  swell,  the  skin  reddens,  iKxomes  hot,  and 
in  the  surrounding  areas  cnk^matous  infiltrations  appear,  quite  as  in  acute 
articular  rheumatism.  In  this  stage  sometimes  mild  fever  is  noted;  tempera* 
tures  reaching  10L3°  F.  are  rare,  as  are  high  temperatures  in  the  later  course 
of  the  disease. 

As  a  rule,  the  pains  and  immobility  of  the  joints  cause  the  patient  to  send 
for  a  physician,  and  frrHpiently  he  is  the  first  to  note  the  purpuric  areas,  wliich 
are  at  the  onset  isohited,  arising  without  any  subjective  symptoms*  Usually 
the  eruption  causes  itching  only  when  it  begins  with  urticaria.  Generally 
a  period  of  several  days  intervenes  lietween  the  WTurrence  of  the  joint  pains 
and  the  apiwarance  of  the  first  eruption  of  purpura. 

The  jmrpura  itself,  in  the  beginning  usually  bright  red  and  consisting  of 
small,  irregular  and  isolated  spots,  or  grotips  formed  of  these,  gradually 
coalesces  into  larger,  irregular  areas,  which  in  the  course  of  a  few  days  show 
a  change  in  color  and  become  bluish  or  yellow  or  dark  brown. 

From  the  lower  leg  (wlicre  thry  frequently  but  by  no  means  always  appear 
first)  they  distribute  themselves  griiduany  by  continuity,  or  in  jumps  to  tho 
upper  thigh,  buttocks  and  gluteal  regions.  \ew  eruptions  appear  upon  both 
arms,  or  ufion  the  trunk,  so  that  sometimes  the  entire  lyi^^ly,  particularly  the 
region  of  the  larger  joints,  appears  covered  with  purpuric  spots. 
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While  the  piipiira  itself  causes  the  patient  great  anxiety  bnf  dnes  not  Rc-ta- 
ally  give  rise  to  suirenng,  other  symptoms  soon  Ix'eome  prominent  and  are 
much  more  troublesome,  e,  g.,  disturbances  on  the  part  of  the  intestinal  tract 
which  are  characteristic  in  that  they  generally  resist  all  treatment.  Patients 
complain  of  severe  colic-like  pains  in  the  abdomen,  particularly  in  the  umbil- 
ical region,  which  are  frequently  so  severe  m  to  bend  the  patient's  body,  and 
evoke  loud  cries.  The  abdomen  is  also  retracted  and  sensitive  to  pressure; 
the  bowels  at  the  beginning  of  the  attack  are  constipated.  These  dilliculties 
are  increased  by  a  stubborn  vomiting,  which  at  first  contains  the  fatal  last  in- 
troduced, then  consists  of  yellowish  gram  bilious  masses  fref|uently  admixed 
with  blood.  The  pulse  becomes  small  and  rapid;  the  facial  expression  shows 
anxiety;  the  entire  condition  is  a  pitiable  one. 

The  constipation  which  is  present  at  the  onset  soon  gives  way  to  a  more 
or  less  profuse  discharge  of  thin  yellowish  feces  often  admixed  with  blood, 
the  occurrence  of  which  souietimes  coincides  with  the  cessation  of  the  pain. 

The  colic  iind  the  vomiting  occasionally  hist  for  days  ;  the  patient  eats  little 
or  nothing.  Xow  and  then  under  the  influence  of  severe  retching,  epistaxis 
occurs.  Gradually  all  of  the  phenomena  ameliorate,  the  vomiting  ceasing 
first,  then  the  abdominal  pains,  while  the  thin  fecal  discharges  continue  to 
be  voided  from  time  to  time  nntil  the  period  of  apparent  convalescence. 

The  pains  in  the  joints  have  in  the  meantime  ceased,  and  the  purpura  has 
faded.  In  ca.^e  none  of  the  complications  which  are  to  he  described  have 
ap|>eared,  the  patient,  aside  from  a  certain  exhatistion,  is  comparatively  well 
and  believes  that  convalescence  has  begun.  Occasionally  no  ojher  attack 
occurs,  and  convalescence  prweeds  uninterruptedly;  in  the  majority  of  cases, 
however,  the  symptoms  are  repeated,  w^holly  or  in  part,  after  a  period  which 
may  vary  from  one  day  to  sevend  weeks,  until  finally  recover}"  ensues.  Tn 
relatively  rare  cases  death  takes  place. 

But  a  scheuuitic  course  such  as  described  is  not  the  rule;  in  children  the 
t^^ieal  clinical  picture  is  most  often  st^n.  The  frequent  deviations  and 
manifold  peculiarities  observed  in  tlie  course  of  most  adult  cases  can  best  l>e 
explained  by  a  description  of  the  individual  symptoms. 

These  will  be  minutely  discussed  under  the  sptf  iai  sfjmpinmafQlogtj,  so  that 
at  this  place  only  a  few  concluding  remarks  will  be  made  concerning  this  form 
of  purpura. 

Among  the  peculiarities,  a  group  of  cases  must  be  mentioned  (rare  and 
in  |mrt  insunieiently  described)  in  which  the  arthritic  afTection  is  entirely 
absent,  and,  Iwsides  the  purpura,  only  marked  intestinal  disturbances  exist. 
The  duration  of  Henoch's  purpura  varies  within  wide  limits;  numerous  cases 
liave  Ik^cu  recorded  histing  from  seven  days  up  to  nine  months;  as  an  average 
duration,  six  to  twelve  weeks  may  be  mentioned. 

Tlie  prognod.K  in  chthirtn  in  the  main  is  good— among  nineteen  cases  there 
was  but  one  fatal  case,  and  this  was  in  consequence  of  acute  nephritis.  Tn 
adults  it  is  less  favoriiblc.  In  twenty-lwo  cases  recorded,  five  were  fatal* 
A  definite  opinion  cannot  be  given  on  account  of  the  paucity  of  records. 

We  now  reach  a  special  manifestation  of  the  disease,  which  was  also  de* 
scribed  by  Henoch  in  1887  under  the  name  of  purpura  fuhninans,     I  described 
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an  analogous  clinical  picture  nine  years  previously,  in  the  year  1878,  an6  also 
dei^cribed  it  and  pictured  it  acciirsitely  in  1881,  without,  liowever,  giving  the 
condition  this  very  dei^eriptive  name.  In  all  of  tlie?^e  cases  there  is  an  ex- 
tensive cutaneous  hemorrhage  which  rapitlly  leads  to  deaths  of  which  Henoch 
himself  has  seen  three  eases,  while  a  fourth  was  deserihed  in  1886  by  Charron 
in  Brussels. 

All  these  cases  have  in  common  the  feature  that  hemorrhages  upon  the 
mucous  membranes  are  wholly  absent,  but  with  great  rapidity,  extensive 
ecehymoses  appear  which,  in  a  few  hours,  change  the  entire  ^kin  of  the  ex- 
tremities to  blue  and  dark  red,  and  represent  a  dense  bloody  infiltration  of  the 
cutis*  The  formation  of  hemorrhagico-serous  vesicles  upon  tlie  skin  oecorred 
in  two  cases,  but  gangrene  has  never  been  noted  and  no  fetid  odor  has  Ijeen 
observed.  The  course  is  exceedingly  rapid;  within  twenty-four  hours  after 
the  formation  of  the  first  purpura  death  occurnxl;  the  longest  duration  was 
four  days.  No  complication  was  |>resent,  and,  with  the  exception  of  general 
anemia,  the  autopsy  showeil  an  eniirehj  negative  condition:  there  was  no  sign 
whatever  of  embolic  or  thrombotic  processes.  One  of  Henoch's  cases  devel- 
oped two  days  after  the  crisis  in  pneuinonia,  another  one  and  a  half  weeks 
after  a  very  mild  scarlatina.  In  both  of  the  other  cases,  as  well  as  in  mine* 
there  was  absolutely  no  known  etiology.  Two  analogous  cases  have  lieen 
since  published  by  Strom  and  Aretander.  The  first  of  these  followed  scarla- 
tina; there  Is  no  autopsy  report.  According  to  Ilervd  three  similar  cases 
were  fireviously  reported  (1888)  by  Gnelliot. 

llefore  describing  my  own  case,  I  shall  briefiy  mention  one  of  Honoeh's: 
A  boy,  agwl  five;  crisis  in  pneumonia  upon  the  22d  of  November.  Since  then 
complete  euphoria.  During  the  night  of  the  24th,  sudden  pains  in  the  left 
leg;  toward  morning  purpuric  areas  upon  the  chest  and  thighs,  an  hour  later 
upon  the  arms  and  bnscT  legs.  At  eleven  o'clock  in  the  morning  the  entire 
posterior  and  bitcral  area  nf  the  left  thigh  was  of  a  bluish  black  color;  toward 
evening  also  the  left  calf  and  the  right  knet\  Temperature  101. 8*"  F,  In  no 
organ  could  anything  abnormal  be  detected.  During  the  night  of  the  24th 
the  entire  right  leg  with  the  exception  of  the  fiwt  beeajive  Iduish  black.  Great 
apathy  and  weakm^s;  urine  normal.  At  two  o'clock  in  the  morning  death 
in  collapse.     Autopsy  absohifely  negative. 

My  own  case  occurretl  in  a  man,  agefl  twenty-eight,  a  tinsmith^  who  upon 
the  2;3d  (if  March,  187N,  was  admitted  to  Frerichs*  Clinic  in  a  comatose  con- 
dition, and  died  upon  March  25th.  No  history  could  be  obtained  from  the 
patient  nor  from  the  relatives.  Only  this  much  was  certain,  that  he  was  well 
and  able  to  work  two  days  prcTrionsly,  The  disease  began  upon  the  morning 
of  the  21st.  At  that  time  the  patient  is  said  to  have  had  a  severe  chill  which 
forced  him  to  go  to  bed,  A  physician  who  was  called  the  next  morning  noted 
higli  fever  and  ordered  his  removal  to  the  Charity*  The  diagnosis  of  typhus 
fever  was  made. 

March  23(i,  nine  o'chch  Patient,  a  very  muscular  man,  is  comatose,  con- 
stantly mumbling,  licating  the  air  with  tremulous  hands,  and  continually  throw- 
ing himself  about  in  l>ed.  The  face  appears  congealed,  marke<lly  cyanotic, 
and  icy  cold.    The  middle  of  the  upper  lip  shows  a  protrusion  resembling  a 
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proboscis.  This  proniinence  h  due  tn  a  deep  hemorrhagic  suffusion  of  the 
mucous  membrane  beginning  at  the  border  of  the  lip,  almost  2  c.c,  in  breadth, 
and  reaching  posteriorly  almost  to  the  gums.  The  mucous  membrane  in 
this  area  appears  ennlod  and  covered  with  thick  cnists,  upon  the  removal 
of  which  the  base  of  a  superficial  ulcer  of  bad  color  is  seen.  The  nincona 
membrane  around  the  border  of  the  ulcer  is  in  the  form  of  rolled-up 
shreds.  The  gums  are  bluish  red,  swollenj  in  part  hemorrhagically  in fdt rated. 
The  lips  are  covered  with  sonles,  and  from  l)etween  them  a  blood-stained 
mucus  exudes.  Under  the  conjunctiva?  of  both  eyes  there  are  circular  fat- 
tened henuirrhages.  The  skin  is  smooth  and  dry.  The  color  is  cliictly 
yellow^ish,  but  is  modified  by  a  great  number  of  pale  to  dark  violet^ 
irregularly  shaped  hemorrhages,  which  appear  partly  as  small  spots  and 
partly  as  flat  extravasations.  In  some  areas  these  Hakes  disappear  on  pres- 
sure; at  most  points,  however,  the}'-  persist.  Aside  from  these  spots  the 
skin,  on  account  of  stasis  and  uneven  filling  of  the  vessels,  assumes  a  mar- 
bled appearance. 

Vpon  the  lower  extremities  quite  large  suffusions  are  found  which  attain 
an  area  of  several  square  inches,  and  also  hemorrhages  which  almost  give  the 
impression  of  being  of  traumatic  origin.  Upon  the  external  surface  of  the 
thigh  they  are  quite  symmetric;  there  is  also  a  certain  symmetry  upon  the 
back.  In  the  joints  of  the  feet,  and  upon  the  dorsum  of  each  foot,  there  are 
extensive  suffusions,  reddish  blue  in  color,  almost  the  size  of  a  silver  dollar. 
Upon  the  right  lower  leg,  and  upon  the  dorsum  of  the  left  foot  there  arc  also 
large  sulfusions  besides  ulcers  covered  with  crusts.  The  scnsorium  shows 
coma;  there  is  no  reaction  upon  deep  pricks  with  a  pin.  The  apex  of  the 
heart  cannot  be  felt;  cardiac  dulness  is  not  increased;  heart  sounds  clear. 
Lungs  normal  Spleen  mmlerately  enlarge*!^  reaching  3  crn.  beyond  the  ante- 
rior axillar}^  line.  In  the  eye-ground  the  arteries  and  veins  are  dilated,  the 
papillary  limits  obliterated.  No  retinal  hemorrhages.  Temperature  reaches 
lOG.r  F. 

Evening,  eight  o'chcJc,  Patient  is  comatose  with  closed  eyes,  moaning,  and 
assumes  the  dorsal  decubitus.  Respiration  increased  (132  per  minute)  and 
stertorous.  Patient  very  restless.  The  muscles  markedly  contracted.  There 
is  anesthesia  of  both  cornea. 

Flalf-paM  eleven  at  night.  Complete  unconsciousness.  Marked  prostra- 
tion. The  face  is  covered  with  sweat  and  feels  cool,  whereas  elsewhere  the 
skin  is  dry  and  burning  hot.  Temperature  107.6''  F,  U|>on  the  left  thigh, 
situated  externally,  a  single  hhmh  red  ^uggiUation  the  size  of  two  kands^  wiiich 
has  resulted  from  the  continence  of  a  number  of  smaller  foci.  When  I  saw  the 
patient  three  hours  earlier,  about  eight  o*clock,  the  individual  points  of  the 
eruption  w^re  still  separated  by  large  intervening  areas  of  healthy  skin.  Since 
eight  o*clock,  several  fresh,  bright  red  hemorrhages  have  appeared,  among 
them  one  the  size  of  a  silver  dollar.  Respiration  greatly  increased,  loud, 
snoring  in  character;  the  pulse  very  small  and  soft,  120  per  minute.  Paresis 
upon  the  right  side  affecting  the  face  and  extremities.  Ptosis  of  the  right 
eyelid.  In  the  eye-ground  nothing  abnoruial.  Sedes  insciw.  Urine  acid^ 
contains  much  albumin  and  numerous  broad  casts. 
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March  24/A,  nine  o'clock  in  the  morning.  But  little  change  in  the  clin- 
ical picture.  Complete  insensibility.  Temperature  106.9°  F.  Upon  the  skin 
many  new  hemorrhages  have  appeared.  To  retain  the  picture  of  the  skin,  I 
asked  the  artist,  E.  Eyrich,  to  paint  a  water-color  of  the  case.  He  began  upon 
the  morning  of  the  24th  at  a  time  in  which  the  hemorrhages  were  so  close 
together  that  the  individual  flakes  upon  the  anns,  which  he  had  already  indi- 
cated in  contour,  assumed  an  entirely  different  size  and  configuration  from 
those  I  had  previously  seen.  While  he  was  working  on  his  picture  the  indi- 
vidual flakes  coalesced  and  enlarged.  As  this  condition  appeared  extremely 
strange  to  Mr.  Eyrich,  he  sent  for  me  in  order  that  I  might  note  the  coales- 
cence and  enlargement  of  the  individual  areas.  What,  however,  lent  a  pecul- 
iar character  to  these  hemorrhages  was  the  circumstance  that  the  larger  ones 
were  grouped  in  concentric  circles,  and  that  each  of  these  circles  showed  an 
entirely  different  color  tint.  This  peculiar  arrangement  was  caused  by  the 
striking  rapidity  with  which  the  individual  areas  developed  and  enlarged.  The 
older  center  appeared  much  darker  than  the  fresher  peripheral  hemorrhage; 
I  myself  observed  this  change  in  diflferent  areas.  Thus,  areas  developed  in 
concentric  arrangement  which  consisted  of  three  to  four  rings  of  different  col- 
ors. The  development  of  these  hemorrhages  occurred  with  such  enormous 
rapidity  that  the  change  in  color  from  the  brightest  red  to  the  darkest  brown- 
ish red  could  be  noted  in  the  course  of  a  few  hours. 

Evening,  eight  o'clock.  Patient  in  collapse.  The  investigation  of  the  eye- 
grounds  shows  in  the  right  a  small  centrally  situated  retinal  hemorrhage,  and 
in  the  left  two  more. 

12.30  A.M.  Death.  The  temperature  taken  post  mortem  showed  a  rise 
to  108.8°  F. 

The  result  of  the  autopsy  was  very  unsatisfactory.  The  changes  worthy  of 
mention  were  the  following: 

Cloudy  swelling  of  the  liver,  spleen  and  kidneys.  White  striae  of  the 
medullary  substances  of  tlie  kidneys.  Very  slight  deposits  of  the  finest  ex- 
crescences iii)()n  the  free  border  of  the  mitral  leaflet.  Multiple  hemorrhages 
in  all  serous  membranes. 

The  microsoopir  investigation  of  the  skin  gave  an  entirely  negative  result; 
there  were  neither  vascular  emboli  nor  microorganisms  inside  the  vessels. 
Enormous  masses  of  streptococci  were  found  in  the  glomeruli  and  in  the  inter- 
tubular  (-apillaries  of  the  kidneys  as  well  as  in  the  deposits  upon  the  mitral 
valve. 

'Dial  the  (li'nf/Tfosis  in  sucli  a  case  is  not  a  very  simple  one,  and  that 
great  (iia^rnoslic  errors  are  liable  to  occur,  is  taught  by  a  case  of  hemor- 
rha^ne  variola  in  which  the  clinical  symptoms  closely  resembled  those  of 
the  case  just  de-crihed,  and  only  late  in  the  course  of  the  disease  several  dis- 
tinct innl)ili(  jited  pustules  apptrared  which  in  a  brief  time  broke  down,  leaving 
ugly  ulcers. 

The  dia<:uosis  of  hprnorrhnfjic  smallpox,  if  the  latter  runs  its  course  without 
pustule  formation,  and  appears  during  a  period  in  which  other  cases  of  small- 
pox have  not  occurred,  may  give  rise  to  great  difliculties  on  account  of  the  sim- 
ilarity to  the  clinical  picture  of  purpura  fulminans.    In  the  course  of  severe 
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septic  diseases^  and  in  acute  leuJcemia  also,  extensive  cutaneous  hemorrhages 
occur. 

To  the  forms  of  the  hemorrhagic  diathesis  which  have  been  described  we 
must  add  still  another  disease  whieh  lately  has  become  ijuite  prominent,  and 
which  by  some  autliors  is  looked  upon  as  infimtile  scurvy.  Yet  it  differs 
from  the  latter  affection  in  many  important  peculiarities.  The  disease  was 
described  in  1857  by  M oiler  in  Konigslierg  as  ''acute  rachitis"  and  was  par- 
ticularly studitHl  by  Barlow  in  1883,  since  which  time  it  has  been  called  by  his 
name.  In  the  last  few  years  this  attection  has  been  repeatedly  the  subject  of 
close  investigation,  and  particularly  ou  account  of  the  increasing  fre<|ucncy  of 
the  disease  among  the  children  of  families  of  the  !>etter  class,  has  become 
important.  It  occurs  exclusively  in  children  lK?twecn  the  middle  of  the  first 
year  and  the  third  year  of  life.  The  onset  is  often,  but  not  always,  acute. 
After  a  few  days  of  general  ill  health,  occasionally  following  an  attack  of  diar- 
rhea, sensitiveness  and  difficulty  of  uiovcment  in  one  or  both  lower  extremities 
appear,  with  sensitiveness  to  touch.  The  children  are  usually  found  with 
their  limbs  extended  or  retracted  u]>nn  tlie  abdomen,  immovable  in  Ited,  Either 
active  or  passive  motion  is  painful.  Very  soon  a  spi mile- shaped,  sensitive, 
smooth,  white  tumor  of  elastic  consistency  is  noted  in  the  course  nf  the  diaph- 
ysis  of  one  or  both  thighs,  rarely  of  the  lower  leg  or  of  the  upper  extremities. 
Occasionally  ere]»itatif)n  is  noted  in  the  epiphysial  border^  which  is  due  to  a 
loosening  of  tlie  latter. 

This  deeply  situated  subperiosteal  or  subperichondrial  tumor  in  the  tract 
of  the  long  tubular  bones  is  the  pathognomonic,  peculiar  sign  of  this  disease, 
compared  with  which  the  rachitic  or  scorbutic  symptoms  are  entirely  secondary. 
Neither  clinically,  by  puncture  or  incision,  nor  after  death,  has  pus  ever  been 
found  under  the  periosteum  of  the  diseased  Ixmes,  but  invariably  pure  blood, 
and  there  is  no  case  on  record  in  which  it  has  ever  been  observed  that  tlie  cap- 
sule of  the  joint,  in  spite  of  its  close  proximity,  was  implicated  in  the  process. 

To  these  previously  mentioned  symptoms  frequent ly,  but  liy  no  means 
always,  the  symptoms  of  live  hemorrhagic  diathesis,  of  scurvy  and  of  rickets, 
are  adde<3.  To  the  latter  has  been  attributed  the  great  tendency  to  sweating, 
particularly  of  the  occiput,  as  well  as  tlie  swelling  of  the  epiplivses.  Scurvy 
is  thought  to  explain  the  loosening  and  spong)^  swelling  of  the  gums  with 
fetor,  an<!  tlie  teudcncy  to  hemorrhage,  especially  in  I  he  cases  where  teeth 
are  already  present.  Fever  and  gastric  symptoms  are  fn?<[uent,  Occa- 
sionally  purpura,  hemorrhages  into  the  mucous  membranes,  and  albuminuria 
occur;  Henoch  mentions  hemorrhages  under  the  periosteum  of  the  frontal 
Ijone,  into  the  eyelids,  and  into  the  retrobulbar  tissue  with  exophthalmos. 
The  appearance  of  the  children  is  aneruic,  hut  very  rarely,  either  by  hemor- 
rhage or  other  complications,  does  death  occur. 

Regarding  the  etiology  of  this  important  and  interesting  disease,  it  has 
been  maintained  more  and  more  hitc^ly  thfit  improper  nourishment  is  respon- 
sible. While  by  some  authors  the  too  great  uniformity  of  the  nutrition  has 
been  looked  upon  as  the  cause,  others  emphasize  the  absence  of  fresh  fomh  In 
the  exhaustive  American  collective  investigation  ( TVjston  Med.  and  Surg.  Jour- 
nal, 1898),,  and  in  a  great  number  of  individual  observations,  it  has  been 
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shown  that  Pasteurized  and  sterilized  milk  if  used  exclusively  may  cause  Bar- 
low's disease,  and  that  sterilization  in  the  Soxhlet  apparatus  is  sufficient  to 
produce  it.  Lately  it  has  been  assumed  that  the  duration  of  the  heating  proc- 
ess of  the  milk  is  the  most  important  factor,  but  Heubner  believes  that  heating 
from  ten  to  fifteen  minutes  is  not  productive  of  harm. 

H.  Neumann  ^  states  in  regard  to  this  matter :  *^  From  my  own  experience 
of  the  conditions  in  Berlin  for  the  last  five  years,  the  following  may  be  main- 
tained: In  nutrition  with  artifieial  milk  preparations  Barlow's  disease  occurs 
very  rarely,  either  from  the  fact  that  the  prolonged  use  of  these  foods  has 
become  rarer,  or  that  more  care  is  taken  in  sterilization.  In  the  year  1899  I 
saw  but  one  rase  whieh  was  due  to  Giirtner'f^  'fat-milk.'  Considering  the 
mode  of  preparation  of  this  food  only  the  sterilization,  not  the  chemical  treat- 
ment, could  play  a  role ;  in  my  case  the  milk  was  sent  for  weeks  in  the  sum- 
mer to  the  ^'5easho^e,  and  for  this  purpose  was  previously  heated  to  a  very  high 
degree.  In  another  ease,  in  the  year  1899,  cow's  milk  prepared  in  a  lal»ora- 
tory  was  powerfully  heatcti — up  to  the  point  of  browning.  Up  to  the  year 
1900,  I  had  seen  four  children  who  were  taken  ill  in  spite  of  the  fact  that  the 
thoroughly  relial>le  raw  milk  was  in  two  cases  heated  on!y  for  fifteen  minutes, 
and  in  two  eases  for  only  ten  minutes  in  the  SoxMet  sterilizer.  In  two  of 
these  cases  infant  food  was  added  to  the  milk,  but  I  do  not  desire  to  attach 
any  imtrortance  to  this,  I  should  like  to  mention  here,  however,  that  in  two 
of  these  cases  intestinal  catarrh  prece<Ied  the  disease;  in  the  third  case  dys- 
pepsia was  present  which  may  have  hastened  the  appearance  of  Barlow*s  dis- 
ease. On  th(*  other  liand  a  case  occurred  in  the  entirely  normal  chih!  of  a 
colleague,  and  in  this  case  the  preparation  of  the  milk  must  be  held  entirely 
responsible  for  the  disease  (fifteen  minutes  in  the  Soxhlet  apparatus).  Since 
the  year  IfWl  Barlow*s  disease,  at  least  according  to  my  experience  (which  is 
also  coo  finned  by  Heubner)  has  inercasixl  in  frequency  in  Berlin,  and  this 
makes  it  possible  minutely  to  investigate  a  very  remarkable  fact:  For  I  he 
fourteen  children  that  1  had  an  opportunity  of  seeing  in  this  time  the  Soxhlet 
apparatus  was  always  used,  and  in  seven  cases  the  milk  was  sterilized  for  ten 
minutes,  in  two  cases  for  fifteen  minutes,  and  in  five  it  was  boikni  far  a  longer 
period  than  this.  In  spite  of  tbe  fact  that  among  our  well-to-do  classes 
infant's  milk  may  be  obtained  from  a  numlier  of  reliable  dairies,  the  milk 
for  the  fourteen  children  treated  by  me  was  all  obtained  from  the  same  dairy, 
and  from  a  dairy  wliieh  since  that  time  has  employed  its  entire  prmluct  in  a 
laboratory  for  heating,  from  which  no  exact  records  can  be  obtaine<L  While, 
according  to  my  experience,  the  mere  Iwiling  of  this  milk  does  no  harm,  the 
combination  of  sterilization  according  to  Soxhlet  with  previous  Pasteurization 
may  produce  Barlow's  disease. 

"  Besides  the  cases  cited  above.  I  later  saw  seven  others,  the  infants  being 
from  six  to  ten  months  of  age  when  they  came  under  treatment.  Six  of  these 
patients  had  bL*i'n  frrl  from  birtb  on  B's  milk;  it  was  boih^^I  for  ten  or  fift**en 
minutes  in  the  Soxhlet  apparatus,  or  fen  to  twenty  minutes  in  Ilartmann's 
milk  boiler;  in  one  child  only  did  the  disease  develop  while  exclusively  nour- 
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isbed  by  condensed  Swiss  milk;  but  with  the  use  of  B's  milk  it  developed  to  a 
great  extent  Therefore,  to  summarize,  Neumann  has  observed  in  the  last 
eighteen  months  twenty-one  cases  of  Barlow's  disease,  of  which  twenty  may 
be  referreil  to  the  use  of  the  same  mUk.  If  these  eases  were  left  out  of  con- 
sideration Barlow's  disease  would  be  as  rare  as  formerly.  Therefore,  its  in- 
creased incidence  may  be  referred  to  a  purely  accidental  and  perfectly  recog- 
nizable cause*" 

PATHOLOGICAL  AWATOMY 

Cases  of  simple  purpura  which  terminate  fatally  are  rare.  If  death  occurs, 
this  is  either  the  result  of  profound  anemia  after  profuse  hemorrhage  or  in 
consequence  of  ootn plications  or  sequels.  Far  this  reason  autopsy  findings  are 
very  scanty.  The  cadavers  are  extremely  pallid,  also  somewhat  bloated,  and 
usually  covered  with  hemorrhagic  blotches,  which  have  taken  on  the  livid  post 
mortem  discoloration  of  alterw]  hemoglobin.  The  muscles  and  fatty  tissue  are 
in  most  of  the  cases  unehangeii ;  only  in  very  protracted  cases  is  the  latter 
decreased.  According  to  the  intensity  of  the  disease  we  find  more  or  less 
extensive  hemorrhages  upon  the  mucous  and  serous  membranes,  and  imder  cer- 
tain circumstances  these  cover  large  areas.  Occasionally  these  hemorrhages 
are  distributed  to  an  astonishing  degree  upf^>n  the  mucous  mcmiirane  of  the 
bronchi,  of  the  digestive  canal,  in  the  renal  pelvis,  ureter,  bladder,  etc.  At 
times  the  mucous  membrane,  if  we  strip  off  the  inspissated  blood  crusts,  may 
show  superiieial  erosions.  Freshly  efFnsed  blorMl  is  also  occasionally  found 
in  the  mucous  mernltranes  of  the  bronclii  with  bloody  mucus.  This  is  also 
noted  in  the  renal  pelvis  and  in  the  intestinal  canah  In  the  cavities  of  the 
serous  membranes,  in  the  f>ericardium,  in  the  pleura,  and  in  the  peritoneum, 
as  well  as  in  the  cavities  of  the  joints,  besides  small  eeehymoses,  we  occasionally 
find  larger  etfusions  of  a  purely  hemorrhagic  character,  so  that  we  are  deal- 
ing with  hemopericardium,  hemothorax,  hemarthrosis,  etc.  We  also  find  par- 
enchymatous hemorrhages,  particularly  in  the  liver  and  kidneys;  in  isolated 
cases  the  adrenals  have  been  found  containing  blooily  infarcts.  In  the  mu- 
seum collection  at  my  hospital  I  have  two  such  hemorrhagic  adrenal  infarcts, 
each  about  the  size  of  a  medium-large  apple.  The  spleen  in  a  certain  number 
of  cases,  but  by  no  means  invariably,  has  bwn  found  enlarged;  in  isolated 
instances  it  contains  the  same  wedge-shaped  hemorrhagic  infarcts.  In  the 
protracted  eases  running  a  febrile  course  there  is  cloudy  swelling  of  the  large 
pareneb\inatous  glands  besides  swelling  of  Fevers  patches  and  of  the  me.^ien- 
teric  glands.  The  same  is  observed  in  the  bone-marrow,  upon  the  endocardium, 
the  vascular  intima  and  the  neurilemma.  The  bone-marrow  has  l>een  found 
traversed  by  profuse  and  small  hemorrhages.  Pigment  infiltration,  due  to 
the  decomposilion  of  extravasated  blood,  has  also  been  observed  in  different 
organs,  particularly  in  the  lympb-glands.  The  pigment  appears  in  flalcy 
masses  and  consists  entirely  of  tiydrated  oxid  of  iron. 

Nothing  is  known  of  other  constant  changes;  minute  reports  are  lacking 
in  regard  (o  the  condition  of  (Iw  nu'mhrones  of  the  joints  and  cavities,  particu- 
larly in  those  eases  in  which  during  life  rheumatic  pains  were  present.  The 
knee-  and  foot-joints  are  the  ones  which  are  chiefly  attacked  with  arthritic 
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Bymptoms  in  purpura;  for  the  present  we  must  content  ourselves  with  tins 
faef,  and  await  furl  her  knowknlge  and  results  from  the  autopsy  findings  of 
the  mihier  forms  nf  the  heraorrhagie  diseases.  In  a  case  of  peliosis  rheumatica 
from  Trauhe's  Clinic,  upon  which  an  autopsy  was  held^  the  findings  in  the 
joints  did  not  differ  from  those  of  acute  articular  rheumatism  and  gonorrheal 
rheumatism  (jfce  a!>ove).  The  autopsy  report  is  as  follows:  The  right  knee 
appears  somewhat  thicker  than  the  left.  In  the  external  parts  there  15  little 
that  is  abnormal ;  but  in  the  interior  of  the  joint  is  a  very  marked,  fine,  dark 
red  injection  of  the  ligamenta  crueiata,  as  well  as  of  the  entire  capsule  of  the 
joints  besides  a  gelatinous  swelling  of  the  same,  especially  marked  almut  the 
patella.  The  cartilage  of  the  joints  and  the  semilunar  cartilage  sliow  no 
abnormality.  The  fluid  of  the  joint  is  scant,  somewhat  viscid,  and  darker  than 
normal. 

In  the  main  no  constant  changes  have  been  found,  not  even  such  as  might 
be  refcrri'd  to  anemia.  The  valvular  ajqiaratus  of  the  hcsirt  is  invariably 
intact;  in  one  case  of  fidminant  pnrpura  described  by  me  tlierc  was  a  slight 
deposit  of  fine  warty  excrescences  upon  the  free  border  of  the  mitral  leaflet, 
as  occurs  so  fref|uently  in  any  disease  running  an  acute  course.  But  even  these 
have  in  otber  cases  Irhju  entirely  absent. 

1  shall  revert  later  to  the  changes  in  the  blnml,  that  is,  in  its  composi- 
tion; here  I  will  only  briefly  mention  that  some  authors  have  found  the  coagu- 
lability of  the  blood  to  be  diminished,  a  finding  which  still  requires  con- 
firmation. 

The  spleen  and  lympli-gbinds  show  no  cemstant  alterations,  but  the  former 
organ  has  repeatedly  been  found  enlarged,  and  pajipy  softening  of  the  pulp 
has  f>een  noted  (Billroth),  It  remains  a  question  whether  this  is  not  due  to 
post  morleui  change. 

The  kidneys  occasionally  reveal  a  condition  of  hemorrhagic  inflammation. 
In  cases  of  chronic  albuminuria  I  several  times  observed  isolated  small-cellefl 
foci  of  infiltration  in  the  cortex.  In  other  cases  in  which  albuminuria  had 
existcil  for  many  months  these  were  absent. 

Hemorrhages  upon  the  retina*  as  well  as  upon  the  cornea,  have  bc?en  deter- 
mined during  life  and  confirmed  |>ost  mortem.  Upon  microscopic  investiga- 
tion of  the  eyes  in  question  I  found  the  vessels  intact  in  both  membranes  of 
the  eye,  wbieli  is  by  no  means  the  case  in  analogous  heuiorrluiges  in  the  eves 
of  patients  with  renal  disease,  ^lore  fretjuently  meningeal  and  wrcbral  hem- 
orrhages have  bet^n  found  at  the  autopsy,  luif  tbe^e  have  bc»en  lookeil  upon  as 
the  cause  of  the  epileptiform  attiicks  and  paralyses  which  had  occurred  dur- 
ing life. 

The  changes  in  the  vessels  in  the  course  and  in  the  vicinity  of  ccchvmoses 
have  \mm  described  explicitly  in  the  etiology,  and  the  in vesHgat ions  of 
V.  Kogerer,  Kichl  and  Leloir  have  1>een  mentioned.  Hayem  staters  that  throm- 
[>oses  have  fornu»d  in  the  finer  arteries  by  the  aggluttnation  of  leukocytes. 
(Hber  authors  found  amyloid  degeneration  of  the  capillaries  in  the  vicinitv 
of  the  petechia*  (  ?).  Stmganow,  whose  investigations  I  have  alreadv  re* 
ftTr*Hl  to.  discovered  in  tlie  aorta,  in  the  vena  cavii,  and  in  the  velm  of  the 
liver  infiltrations  of  the  intima  with  red  blond-corpLiscles  which  from  the 
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lumen  of  the  vessels  appeared  to  have  directly  penetrated  the  intima  per  dia- 
pedesin.  But  this  liittvr  oiisorvation  cxphiined  the  nature  of  the  dif^ease  and 
the  occurrence  of  the  hemorrhages  as  little  as  any  of  the  previously  mentioned 
researches. 

Amon^  the  complioatiug  processes  which  occasionally  res^ult  in  death  I 
shall  enumerate  the  foHowing:  Largo  effusions  into  the  pleura  and  aJKlomen, 
pulmonary  infarcts^  purulent  peritonitis,  croupous-diphtheritie  processes  of 
the  small  intestine,  pneumonia,  necrosis  of  the  intestine,  perforative  perito- 
nitis, gangrene  of  the  large  intestine  with  8welling  of  the  mesenteric  glands, 
ecchymoses  and  ulcers  of  the  descending  colon. 

Begardiug  the  hacleriolofjir  fudirjf/s^  besides  those  described  in  the  etiol- 
ogy, I  should  like  to  discuss  here  some  further  points.  Tizzoni  and  Giovannini 
isolated  from  a  ease  of  purpura  hemorrhagica  in  which  secondary  impetigo 
contagiosa  developed,  and  upon  wliieli  autopsy  was  hehl,  a  hacillus,  the  hacilhis 
heuiorrlmgicus  velenosus.  In  the  pustules  of  impetigo  surrnuTule<l  by  the 
purpuric  areas  of  the  skin  this  bacillus  was  found  with  the  staphylococcus 
pyogenes  aureus;  it  was  also  found  in  the  liver  and  in  the  venous  blood,  but 
not  in  the  spleen  nor  in  the  kidneys.  The  staphylococcus  was  present  in  the 
pure  hemorrhagic  foei  of  the  skin,  as  well  as  in  the  kidneys.  The  bacillus 
hemorrhagieus  velenosus  is  immotile,  0.2-0.4^  broad,  0.7-1.3/*  long;  it  stains 
well  with  anil  in  colors,  but  not  according  to  Oram.  Spore  formation  was  not 
observed;  but  there  was  a  certain  resistance  to  drying.  The  colornes  showed 
irregnhir  contours  which  resembled  coiled  locks  of  hair,  and  did  not  hvTome 
fluid.  In  a  stab  culture  they  showed  granular  growth,  and  upon  agar  a 
growih  similar  to  that  upon  gelatin.  In  older  cultures  a  pungent  odor  is 
noticeable.  Upon  potato  only  a  superficial  growth  of  an  indistint^  nature 
with  a  dark  yellowish  discoloration  at  the  point  of  inoculation  is  observed. 
Upon  culture  in  li«uillon  moderate  turbidity  appears,  later  heconiiug  mucoid. 
The  bacillus  is  pathogenic  in  rabbits,  dogs,  and  guinea-pigs,  but  not  in  pigeons 
and  mice.  The  Imcilli  increase  only  locally  with  formation  of  edema.  They, 
however,  give  rise  to  fever,  hemorrhagic  nephritis,  vomiting,  hemorrhagic 
diarrhea,  cutane<ius  hemorrluiges.  Upon  autopsy  of  the  infected  animals 
there  are  found  incoagulaliility  of  the  1)1  (»od.  coagulation  necrosis  of  the  liver 
and  renal  epithelium,  with  a  normal  condition  of  the  spleen.  Cultures  steril- 
ized at  70""  0.  produce  alliuuiinuria.  Repeated  injections  of  such  cultures 
confer  immunity  to  subsequent  infection. 

Kolb,*  of  the  rmperial  Bureau  of  Health,  investigated  bacteriologically 
five  cases  of  true  idiopathic  purpura  :  Among  these  were  three  cases  of  pur- 
pura fulminans  which  ter»ninated  fatally  after  a  brief  course;  the  other  two 
cases  recovered.  Microscopic  investigation,  cultures  and  inoculation  of  the 
blood  taken  from  the  living  patient  into  mice,  guinea-pigs,  rabbits  and  pigeons, 
gave  no  results.  Positive  results  were,  however,  obtained  by  the  bacteriologic 
investigation  of  the  cadavers.  There  w^ere  examined:  (a)  Blond  from  the 
heart  and  from  the  portal  vein;  (h)  some  areas  of  the  skin  containing  char- 
acteristic purpura;  (c)  particles  of  hemorrhagic  portions  from  the  hmg;  {d) 
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the  liver,  spleen  and  kidneys;  (e)  liemorrliagic  portions  of  the  intestine;  (f) 
lymph-glands  from  the  thoracic  and  Jilidominal  cavities. 

In  die  sections  from  the  large  hardened  gland.s  of  the  ahdooicn,  as  well  as 
in  the  hemorrhagic  cutaneous  areas,  there  was  found,  after  staining  with 
methylene-blne  and  after  the  Gram-Weigert  process,  a  moderately  large 
bacillus  averaging  from  1-2 /i  in  length  and  0.8^  in  breadth  with  ronndod 
ends.  The  bacilli  were  especially  profuse  in  the  spleen,  some  in  the  small 
blood-  and  Ivmph-vessels  forming  larger  clumps,  some  also  in  the  interstitial 
tissue,  though  here  not  so  numerous  as  in  the  vessels,  but  found  lying  sepa- 
rated from  one  another;  now  and  then  longer  threads  were  found  due  to  a 
juxtaposition  of  the  individual  bacilli  end  to  end.  For  the  most  part  two  hhIs 
were  found  [daced  together  lengthwise  (dijdobacilli).  In  the  kidneys  the  bacilli 
were  mostly  met  with  in  the  glomeruli,  but  were  here  not  so  numerous  as  in 
the  spleen.  It  was  also  possible  to  find  the  bacillns  in  sections  from  the  liver, 
and  in  sections  of  cutant^nis  hemorrhagic  areas  in  which,  even  in  the  lowest 
cellular  layer  of  the  coriiim.  scattered  bacilli  were  found.  Particularly  in- 
structive pictures  were  furnished  by  sections  of  hemorrhagic  glands.  In  frcsb 
sections  from  organs  the  same  variety  of  bacteria  was  demonstrated.  The 
bacillus  hemorrhagicus  Kolb  flourishes  npon  gelatin.  The  matured  colonies 
are  circular  in  fonn,  with  many  constrictions  and  serrations;  in  the  interior 
fiue  furrows  are  seen,  and  toward  the  border  a  more  granular  appearance 
becomes  prominent.  In  stub  culture  after  a  few  days  colonies  are  found 
partly  isolated,  partly  coalescent,  with  superficial  flat,  hyaline  extensions 
along  their  serrated  borders.  Upon  inoculation  a  thin  leaf-like  distrilnition 
of  a  whitish  bhie  color  and  of  porcelain-like  transparency  with  indentations 
and  serrated  borders  is  observed  along  the  entire  course,  Kolb's  bacilhis  grows 
upon  agar,  as  in  the  gelatin  stab  culture,  and  somewhat  more  slowly  upon  blood 
serum,  I'pon  potato  a  white,  moist,  glistening  streak  is  noted  along  the 
course  of  inot-ubition.  In  bouillon  cultures  a  feebly  alkaline  medium  is  the 
l>est.  Even  on  tlie  first  day  the  solution  shows  a  general  cloudy  turbidity.  Aa 
the  growth  advances  the  bacteria  sink  to  the  bottom.  In  pure  culture  the 
bacillus  appears  as  a  short,  oval,  somewhat  plump  rod  with  rounded  ends; 
usually  two  are  found  together.  Its  length  amounts  to  0,8-L5  |i.  The  appar- 
ent threads  which  are  frequently  observed  may  attain  in  pure  culture  a  length 
of  3ti^.    The  bacillus  has  no  motility,  aiid  is  a  facultative  aerol>e. 

Ivolirs  bacillus  is  pathogenic  in  mice,  and  rabbits  and  pigeons  are  suscep- 
tiiile ;  on  the  other  hanrl,  guinea-pigs  very  rarely  or  never  succumb  to  the 
infection.  In  susceptible  animals  the  clinical  picture  corresponds  to  hunuin 
purpura  hemorrhagica.  In  rabbits  the  characteristic  purpuric  spots  may  be 
produced  with  cultures  frrn?  from  bacteria  and  mice  may  be  killed  in  this  way* 

SPECIAL  SYMPTOMATOLOGY 

The  most  characteristic  and  prominent  symptom  of  the  disease,  forming 
its  distinguishing  feature,  and  attracting  most  attention,  is  the  purpura  which 
di'vidops  upon  an  entirely  normal  nkin  without  producing  any  inflammatory 
disturbance.  As  the  areas  of  ibi-  skin  upon  which  the  heiiiorrhagt*s  appear 
are  up  to  the  moment  of  their  development  entirely  intact,  we  may  aaeert  with 
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great  probabihly  that  these  hemorrhages  have  their  origin  chiefly  in  internal 
causes,  and  are  the  expression  of  the  so-called  hemorrhagic  diathesis.  Al- 
though the  intensity  and  extent  of  the  hemorrhagic  elllorescence  is  no  exact 
indication  of  the  severity  of  the  disea.^^e,  observation  nevertheless  proves  that 
the  small,  isolated,  and  rapidly  disappearing  petechige  represent  the  milder 
type,  while  the  more  distributed  and  very  diffuse  suggillations,  with  a  pro- 
tracted course  and  a  tendency  to  repeated  relapses,  indicate  a  more  severe 
form  of  the  disease.  At  the  same  time,  all  the  transitional  stages  from  the 
mildest  to  the  severest  of  cutaneous  affections  may  occur,  and  cause  the  body 
to  appear  as  if  spattereil  with  a  large  brush  dippt^l  in  blood.  There  may  be 
extravasations  of  the  size  of  a  plate,  which  occasionally  leave  but  few  large 
areas  unaffected,  and  are  of  a  violet  to  a  dark  red  color.  Deep-seated  flat 
heniatomata  may  also  arise  and  extend  into  the  muscles,  and  over  these  the 
skin  presents  the  well -known  changes  of  extra  vasatcfl  hemoglobin,  showing  all 
the  colors  of  the  rainbow.  Finally,  streaks  and  striavlike  **  vibices  •■  appear, 
particularly  in  the  flexure  of  the  knees,  which  resemble  analogous  conditions 
in  scurvy,  and  which  go  through  all  the  changes  in  tint  and  sliade  from  dark 
blue  to  greenish  yellow. 

We  have  still  to  consider  the  relation  of  the  Tieniorrhagie  efflorescences  to  the 
complications,  particularly  to  the  arthritic  affections  and  to  the  gastric  phe- 
n  omen  a. 

The  apfiearance  of  the  purpuric  areas  in  the  complicated  cases  differs  in  no 
respect  from  ordinary  purpura.  Occasionally  the  eruption  begins  with  the 
appearance  of  typical  urticaria  with  vesicles,  %vhich  gradually  liecome  filled 
with  a  hemorrhagic  fluid,  and  soon  dry  in  the  way  so  well  known  in  urticaria; 
the  pustules  then  collapse  and  disappear  without  leaving  residua.  In  other 
eases  the  urticarial  vesicle  leaves  behind  it  a  hemorrhagic  area.  Occasionally 
in  the  same  individual  alternating  attacks  of  urticaria  and  pnrj«ura  are  noted. 
It  has  often  hivn  remarked  that  patients  who  sutler  from  conditions  of  this 
kind  have  previously  suffered  from  urticaria*  Sometimes  the  development  of 
peteehije  is  preceded  by  the  formation  of  diffuse  erythema,  in  the  course  of 
which  occasional  nuliarial  vesicles  appear. 

The  changes  which  hemoglobin  undergoes  in  the  hemorrhagic  eruptions 
of  the  skin  correspond  as  a  rule  to  the  well-known  processes.  Occasionally, 
however,  we  see  vqtj  extensive  suggillations  of  enormous  size  and  of  very 
different  ages;  in  such  cases  extraordinarily  striking  pictures  are  noted  which 
confuse  the  inexperience*!,  particularly  so  if  recent  hemorrhages  are  super- 
added to  old  ones,  which  represent  ail  the  color  modifications  and  all  the  tints 
of  altered  blood.  After  absorption  pigment  is  noted  with  the  nakt*d  eye  only 
in  those  cases  in  which  huge  extravasations  of  blood  have  occurred-  Even 
this,  however,  disappears  after  some  time,  so  that  with  the  lapse  of  weeks  or 
months  nothing  remains  to  indicate  the  process  which  has  taken  place.  The 
conditions  are  tlitferent  in  the  microscopic  investigation;  the  pigment  de[)os- 
ited  and  accumulated  in  the  rete  Malpighii  remains  there  for  a  long  time, 
so  that  after  some  months— after  the  ilisease  lias  run  its  course — we  are  still 
al>le  to  recognize  in  this  area  that  the  skin  was  onc<?  the  seat  of  a  decided  effu- 
sion of  blood. 
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Besides  small  hemorrhages,  not  mfrequen tly  other  forms  of  deeply  situated 
hemorrhages  take  place  in  the  subcutaneous  tissues;  indurated,  reddish  or 
bluish,  scarcely  movable  suggillations  and  infiltrations  appear  between  the 
periosteum  and  the  external  skin  (for  example,  upon  the  tibia  aud  the  vault 
of  the  skull),  also  in  areas  in  which  no  bones  lie  just  l^eneath  the  so-called 
erythema  nodosum.  These  larger  and  smaller  infiltrations,  over  which  the 
skin  sliows  a  bluish  discoloration  and  is?  hut  slightly  movable,  are  found  par- 
ticularly in  areas  upon  which  external  pressure  has  been  exerted  for  some 
time.  These  are  found  occasionally  in  the  course  of  purpura  with  and  with- 
out artliritic  alTection^  but  they  do  not  make  the  slightest  impression  upon  the 
course  of  the  disease. 

Rerrarding  the  seat  of  the  petechia*,  the  lower  leg  is  most  frequently 
attacked ;  next,  the  abdomen,  the  hack  and  the  upper  extremities;  most  rarely, 
the  face  and  ihc  mucous  tncrnliranc  of  Ihe  mouth. 

I  must  not  omit  to  mention  that  in  undouhNnl  simple  purpura  ihe  gurn^ 
are  souietiuics  very  decidedly  affected,  while,  as  is  well  kuown,  cases  of  scurvy 
occur  without  disease  of  the  gums.  But  we  should  judge  very  superficially  if 
we  drew  from  this  the  conclusion  that  the  latter  is  a  mild  form  of  scurvy,  or 
the  former  a  severe  purpura.  In  this  connection  I  will  refer  to  the  descrip- 
tion of  scurvy  {mv  page  40;>),  and  will  here  simply  state  the  fact  that  in 
the  course  of  purpura  disease  of  the  gums  occasionally  occurs,  and  may  lead 
to  severe  changes  therein  with  fetor  but  without  the  sponginess  and  ulceration 
and  dcstnictinn  of  the  gums  or  the  loosening  of  the  teeth  which  is  so  common 
in  the  case  of  scurvy. 

The  number  of  successive  hemorrhagic  eruptions  on  the  skin  varies  within 
wide  limits  from  one  to  twenty  attacks;  on  an  average,  four  attacks  have  Ijoen 
mentioned. 

The  relation  Ijetween  the  time  of  the  appearance  of  cutsneous  hemorrhages 
to  the  other  symptoms  is  a  very  changeable  one;  usually,  it  is  true,  the  former 
ia  the  earlier  symptom.  But  in  children,  according  to  the  descriptions  of 
V.  Dusch,  this  rule  does  not  hold  and  very  frefpiently  attacks  of  severe  intes- 
tinal phenomena  without  the  simultaneous  appearance  of  purptira  are  ob- 
scM^Vi'd,  or  vice  versa.  An  inflanmiatory  etrusion  is  present  in  one  or  more 
joints  which,  on  account  of  its  long  existence,  may  remain  until  several  crops 
of  purpura  have  appearcnl  and  disappeare<i.  An  ctTusion  of  this  type  in  one 
or  anolher  joint  is  somewhat  niore  rare  in  children  than  in  adults,  in  whom  it 
appears  in  al)out  TiO  piT  cent,  of  the  cases;  edema  in  the  surroundings  of  the 
affected  joint  is  met  with  particularly  in  adults. 

The  eflusion  is  rarely  very  marked,  never  becomes  purulent,  and  leaves  no 
disturbances  of  motion  behind.  The  visible  swellings  are  precefled  in  almost 
all  casps  by  arthritic  |»ains  or  by  sensitiveness  upon  pressure  and  movement. 
The  joints  of  the  lower  extremities  are  most  often  attacked,  after  this  the 
joints  of  the  hands.  The  ditferential  diagnosis  between  purpura  rheumatica 
and  purpura  gonorrhoica  may  be  very  dilTicidt  under  some  circumstances,  ei^pe- 
tially  if  the  |*atient  d<»nies  a  preceding  gonorrhea.  The  prognosis  of  the  former 
is  usually  favorable.  IVliosis  rheumatica  diiTers  from  acute  articular  rhcti- 
matism  in  its  entire  clinical  |>icturc,  in  the  course  of  its  fever,  particularly  in 
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the  absenoe  of  a  tendency  to  profuse  sweats  tnid  endocardial  or  pericardial 
implieatinn,  aud,  finally,  by  tbe  fact  that  very  fretjuently  the  joint  phe- 
nomena are  quite  transitory  and  appear  ranch  milder  than  in  the  other  affec- 
tion, altbongh  this  cannot  i)e  designated  as  a  constant,  invarialile  rule. 

The  relation  of  the  arthriiic  ajfeciton  to  the  heinorrbagie  disease  appears, 
apart  from  the  arthrttic  hemorrhages,  to  be  by  no  means  clear.  It  becomes 
somewhat  less  obscure  if  we  consider  that  in  the  hemorrhaficic  diathesis  the 
serous  membranes  are  especially  liable  to  attack  and  we  know  from  the  analogy 
of  other  arthritic  affections  that  the  serous  membranes  bear  a  certain  relation 
to  the  joints,  so  that  both  are  often  attacked  at  once. 

It  is  hard  to  decide  whether  the  implication  of  the  joints  of  the  knee  and 
of  the  foot,  so  frei|iiently  observed,  can  be  explained  by  the  suggestion  that 
the  general  pre(Iisi>osition  to  purpm-a  would  naturally  fall  heaviest  on  those 
joints  whose  function  it  is  to  carry  the  weight  of  the  body,  and  which  for 
this  reason  are  particularly  exposed.  Of  course  this  explanation  should  be 
fiimilarly  operative  in  other  multiple  joint  aifections. 

I  suppose  that  the  sum  of  our  positive  knowledge  is  tliis;  There  is  an  ana- 
tomic  relationship  between  the  joint  cavities  with  the  serons  membranes;  hem- 
orrhages into  these  occur  under  the  influence  of  the  hemorrhagic  diathesis.  Yet, 
as  regards  the  arthritic  affections  in  purpura  hemorrhagica  and  in  morbus 
maculosus  Werlhofii,  it  appears  to  me  by  no  means  so  firmly  established  as  in 
the  analogous  joint  disease  in  scurvy  and  hemophilia  that  these  are  invariably 
and  absolutely  hemorrhagic.  The  clinical  symptoms,  results  of  occasional 
joint-puncture  and  the  autopsy  findings  in  the  Traube-Leuthold  case  (already 
mentionefl  three  times)  are  all  opposed  to  this. 

Of  the  intrsiinal  stimptoms  in  severe  and  complicated  forms  of  the  disease 
painful  colics  are  tbe  most  characteristic.  These  resemble  tlie  form  seen  in 
chronic  lead-poisoning.  The  seat  of  pain  is  referred  to  the  region  of  the  navel, 
from  which  it  radiates  to  various  places.  Although  at  the  autopsy  hemorrhagic 
infiltrations  of  tbe  intestine  with  ulcer  formation  in  various  areas  have 
repeatedly  l>ecn  founds  v.  Dusch  advises  caution  in  the  interpretation  of 
reports  from  the  patient:  "Bloody  vomiting  occurred,"  or,  "Tarry  hemor- 
rhagic discharges  occurred."  He  is  of  the  opinion  that  such  reports  prove 
nothing,  and  especially  not  that  the  seat  of  hemorrhage  is  actually  within  the 
intestinal  canab  It  must  Im  remembered  that  in  small  children^  in  sleep, 
and  in  comatose  patients  who  maintain  the  dorsal  decubitus  considerable 
quantities  of  blood  may  flow  unnoticed  from  the  nose  into  the  stomach  and 
be  discharged  by  rectum.  I  cannot  suppress  the  opinion  that  this  explanation 
seems  very  forced  and  artificial,  and  I  do  not  doubt  that  in  the  cases  of  severe 
colic  actual  cntcrorrhagia  often  occurs,  a  view  which  is  more  firudy  founded 
upon  the  fact  that  the  colics  decrease  dwidedly  in  severity  after  profuse  hem- 
orrhage from  the  intestine. 

Albumhiuria  is  by  no  means  a  rare  complication  in  the  course  of  the  vari- 
ous forms  of  the  hemorrhagic  diathesis,  for  the  most  part  without  an  inflam- 
matory condition  of  the  kidneys.  In  some  eases  I  have  seen  the  excretion  of 
albumin  in  every  attack,  and  wcasionally  it  extends  into  the  intervals.  In 
other  cases  the  excretion  of  albumin  lasts  for  ten  months  and  longer,  but 
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finally  disappears  spontiinoously  withoot  any  medication.  In  other  (but 
muoli  rarer)  cases  of  morl)iis  macnlot^ns  Werlhoiii,  contracted  kidney  develops, 
becomes  chronic  and  gradually  leads  to  death.  According  to  my  oUservations 
of  many  cases,  even  after  a  simple  albuminuria  (i.  e.,  without  casts  and  leuko- 
cytes) has  existc^l  for  many  mouths^  the'iiope  of  recovery  must  not  be  given  up, 
for  this  condition  may  disappear  as  suddenly  as  it  arose. 

In  regard  to  the  changes  in  the  r//t%  retinal  hemorrhages  have  occasionally 
been  observed;  they  sometimes  show  white  centers.  Hemorrhages  have  also 
been  noted  in  the  choroid  and  in  the  sclera.  The  ilow  of  tears  may  also  show  a 
reddish  discoloration.     Nettleship  saw  bilateral  neuritis  after  purpura. 

We  have  no  definite  knowledge  of  the  causes  of  febrile  phenomena  which 
either  precede  the  cutaneous  hc^niorrhages  or  occur  in  the  course  of  the  same, 
and  which  also  are  not  rarely  absent.  A  more  exact  insight  into  these  condi- 
tions can  only  be  obtained  when  the  etiology  of  the  disease  has  been  estab- 
lished. One  fact  which  I  have  demonstrated  repeatedly  appears  worthy  of 
mention:  even  liigh  temperatures  may  not  be  influenced  in  the  slightest  degree 
by  extremely  profuse  hemorrhages  from  internal  organs  (kidney,  lungs,  in- 
testines). 

In  a  case  of  intermittent  fever  with  temperatures  up  to  102/2*^  F,  which 
KaUenljaeh  observed  for  a  long  time,  defervescence  occurred  hy  Ush,  The 
case  was  not  a  typical  one.  Sudden  appearance  of  high  tcuiperature  is  always 
suspicions,  and  points  to  the  existence  of  some  compbcation. 

Hemorrhages  from  internal  orfpinti  are,  in  the  main,  rare;  apart  from  the 
likewise  quite  rare  epistaxis,  renal  hemorrhages  occasionally  occur  as  the  ei- 
pression  of  a  recent  hemorrluigic  nephritis;  very  scanty  hemorrhagic  casts 
with  normal  and  abnormal  red  blood-corpuscles  in  the  urine  determine  the 
diagnosis.  The  amount  of  albnmin  in  such  cases  is  always  very  great.  Be- 
sides the  hemorrhagic  form  of  nephritis,  we  may  also  see  during  the  course  of, 
and  in  immediate  connertion  with,  the  diseiise,  a  nephritis  without  hemor- 
rhagic constituents.  Tins  form  very  frequently  gets  well ;  in  rare  cases,  how- 
ever, it  may  lead  to  c<lema  and  uremia. 

Pulmonanj  hemorrhages  rarely  occur  in  persons  with  previously  healthy 
lungs.  If  it  is  certain  that  hemorrhagic  sputum  is  present,  the  first  assump- 
tion should  lie  that  the  lilood  may  come  from  the  bronchi.  Among  other  hem- 
orrhages which  are,  however,  most  uncommon^  I  must  mention  meningeal  and 
cercbra!  hemorrhages. 

Kegarding  the  condition  of  the  spleen  but  very  little  can  be  said :  it  is  cer- 
tain that  in  some  cases  distinct  enlargement  has  been  determined  and  the 
organ  has  been  felt  below  the  rilis  as  a  more  or  less  soft  tumor.  In  the  great 
majority  of  cases,  however,  this  enlargement  is  absent  during  the  entire  course 
of  tlie  disease,  even  in  the  severest  type  of  hemorrhagic  purpura  running  a 
fulminant  course. 

The  composition  of  the  blood  in  cases  of  pure  hemorrhagic  purpura  is  men- 
tioned by  some  authors  as  having  shown  a  slight  decrease  of  the  red  and  an 
increase  of  the  white  blood -eorposcles. 

Ajello  found  rhe  red  dwreasod  to  *3,500,ono  to  3,000,000,  while  the  spc<'ific 
gravity  of  the  blood  was  1.043.     The  erythrocytes  are  eaid  to  undergo  an 
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especially  rapid  regeDeration  and  show  no  morpliolotric  changes,  except  that 
Spietschka  found  after  protracted  hemorrhages  nueleuted  re<l4jlood  cells  with 
polychroniatophilic  protophism.  Jii  two  cai^es  of  hemorrhagic  purpura  he 
made  frequent  htood-oxaminalions,  coiniting  the  Ijlnod-corpusek-.^,  estimating 
the  hemoglobin,  and  ^Uiiiiing  permanent  preparations  with  gentian  violet  and 
aurantia.  In  one  ease  tlie  nnmlier  of  blood-corpuscles  in  the  hemoglobin  re- 
mainai  constant;  in  another  only  showed  transitory  variations.  In  both  cases 
after  each  severe  hemorrhage  a  conspicuously  large  nnmlier  of  erythrocytes 
showed  distinct  nuclear  staining.  Spietschka  looks  upon  these  nucleated 
blood 'Corpuscles  as  juvenile  forms,  and  regards  their  appearance  as  a  sign  of 
a  markedly  increased  regeneration  of  the  blood- 
In  a  child  which  died  of  anemia  following  purpura  hemorriiagiea,  Billings 
found  in  the  hlood  only  500,000  to  700,000  red,  4,000  white  corpuscles,  and 
17  per  cent,  of  hemoglobin;  75  to  80  per  cent,  of  the  leukocytes  showed  no 
mononuelear  forms;  no  poikiloeytosis,  no  nneleated  reds.  The  blood  findings, 
in  the  absence  of  signs  of  blood  regeneration,  resembled  those  of  pernicious 
anemia. 

According  to  my  own  numerous  investigations,  the  hemoglohin  h  fre- 
quently  greatly  decreased  ;  more  so  than  would  correspond  with  the  diminu- 
tion in  the  absolute  nnniber  of  the  red  blood'Corpjuecles. 

Silhermann  found  in  a  ease  of  Henoch's  purpura  most  of  the  red  blood- 
corpuscles  norma!,  a  few  containing  but  little  hemoglobin,  others  entirely  with- 
out color  (*^shadow-corpnseles '').  The  leukocytes  were  numerous  and  rap- 
idly deliquesced;  the  blood-plaques  were  markedly  increased.  To  def ermine 
any  funehonal  damage  in  the  morphologically  intact  red  blood-corpuscles,  their 
properties  were  tested  according  to  the  method  of  Maragliano:  I.  After  en- 
closure in  parat!in ;  2,  After  heating;  3.  After  compression;  K  After  mixture 
with  0.6  per  cent,  salt  solution,  Tlie  result  of  this  investigation  was  the  follow- 
ing :  In  the  fresh  blood  examined  under  paraffin,  he  found  normal  erythrocytes 
with  few  exceptions,  and  very  numerous  leukocytes.  Two  hours  later,  in  the 
same  preparation,  numerous  '*  shadow-corpuscles  ''  were  seen,  many  feebly 
stained  red  blood-dises,  and  a  few  microcytcs;  the  majority  of  the  while  Idood- 
corpuscles  were  destroyed.  In  their  place  there  was  found  a  granular,  grayish 
white  heap.  Five  hours  after  the  enclosure  of  the  blood  in  paraflin  Imt  few 
blood-eorpuseles  were  to  he  seen,  the  nunjority  of  them  being  completely  de- 
etroyed.  In  the  fresh,  undiluted  blood  the  red  discs  were  destroyed  by  slight 
pressure  exerted  upon  tlie  cover-glass  with  a  needle;  the  .same  occurred  upon 
heating  of  the  blood  at  30°  C.  In  0.6  per  cent.  XaCl  solution  a  great  numl>er 
of  the  red  discs  lost  color  at  once;  tlie  white  bloc>d-corpuscIes  were  very  soon 
destroyed,  and  formed  glassy  clumps.  In  sharp  contrast  with  the  results  jnst 
described  are  the  blood- findings  during  the  days  of  the  disease  when  the  patient 
was  still  quite  well.  In  this  hlood  neither  shadows  nor  numerous  leukocytes 
are  to  be  seen,  nor  even  greatly  increased  hlood-plaques;  under  the  influences 
previously  mentioned  the  er}^throcytes  show  a  normal  resistance,  i.  e,,  they 
neither  lose  color  ^evy  rapidly,  nor  are  many  of  them  destroyed. 

For  many  years  T  have  examined  minutely  the  hlood  of  patients  attacked 
by  various  forms  of  purpura,  and  have  found  by  no  means  uniform  results. 


496 


THE  HEMORRHAGIC  DIATHESES 


In  many  cases  very  few  deviations  from  the  normal  were  recognized,  in  many 
otliers  the  signs  of  anemia  w^re  distinctly  observed.  Anemia  is  the  snm  and 
substance  of  the  blood  changes  in  this  aifeclion,  if  siicli  changes  exist  at  all. 
Microcytosis,  poikilocytosis,  nuinernus  pessary  forms,  a  relative  and  absolute 
decrease  of  hemoglobin,  l)lond-j)lar]nes  increased^  occasionally  very  mnch  so, 
and  profuse  cylinder^formation  in  tlie  blood,  such  arc  the  important  changes 
w^hich  I  have  observed.  An  increase  of  leukocytes,  a  slight  destruction  of  the 
same,  and  the  a|>pearanee  of  isolated,  nucleated  red  hiood-eor|)u sties  are  occa- 
sionally but  hj  no  means  constantly  seen.  Moreover,  the  number  of  leukocytes 
is  subject  to  extraordinarily  rapid  ebange.  The  many  **  pessary  forms  "  o( 
red  cells  which  arc  quite  fre<|uently  found,  in  fresh  preparations  as  well  as  in 
smears  stained  with  eosin,  are  only  a  sign  of  the  scant  henwglobin  contents 
of  the  erythrocytes,  and  it  is,  therefore,  not  remarkable  that  in  ^nte  of  a  nor- 
mal nund>er  of  red  cells  the  hemoglobin  may  be  decidedly  diminished.  In  the 
investigation  of  the  fresh  blofxl  of  patients  who  suiTere<l  from  purpura,  upon 
a  wnrm  slide  (heated  to  IMf  C),  no  change  in  the  corpuscles,  either  in  the  red 
or  in  the  white,  was  perceptible;  they  resetnliled  perfectly  the  blood-corpuscles 
of  healthy  perscms  or  were,  for  example,  like  those  in  malaria  patients  whose 
blood  I  had  used  for  comparison. 


TREATMEirr 

Prophylaxis. — (Vn  account  of  the  spontaneous  and  unexiM?ctcd  appearance 
of  purpura  there  can  lie  no  question  of  prophylaxis.  The  fre<piency  of  rt> 
lapses  should  be  a  warning  to  those  who  have  recovercHl  once  iir  repcjitedly 
from  the  disease,  to  protect  themselves  for  a  long  time  against  deleterious 
external  intluences,  particularly  chilling  the  liody.  Change  of  climate  has 
proven  very  beneficial, 

General  Treatment*^ — The  patient  nmst  reuiain  in  bc<l  for  a  long  tinu\  even 
if  no  f*ner  is  present.  The  more  rigidly  this  rule  is  adhered  to,  the  more 
certainly  will  relapses  he  prevented.  Me  is  to  move  about  just  as  little  as 
possil>le.  The  more  experience  I  have  with  cases  of  this  kind,  the  more  thor- 
oughly I  atu  convinced  of  the  great  value  of  rest  in  bed.  The  absolute  neces- 
sity of  this  must  be  impressed  upjon  the  patient,  so  that,  from  conviction  and 
not  merely  to  pleuse  his  physician,  he  will  suhmii  and  adhere  to  this  very 
tiresome  regime.  Every  arrangement  must  he  made  for  the  patient's  comfort 
during  this  prolongeil  rest  in  bed ;  he  should  be  taken  down  into  the  garden, 
or  upon  a  shady  veranda,  ImlcfUiy,  or  the  like.  Further,  the  nurses  ninst  rm? 
that  no  part  of  the  ]>atient's  body  is  subjected  to  external  pressure,  and  that 
he  ilocs  not  bruise  or  injure  himself.  With  this  end  in  view  his  bed  must  b<? 
very  carefully  prepared.  Above  all,  folds  in  the  lied  sheets  must  be  prevented. 
The  covering  is  to  he  light,  the  sick  mom  to  he  kopt  cook  Psychical  e.vcite- 
ment  and  mental  exhaustion  are  to  Im:^  strictly  avoided  under  all  circumstances. 

The  nuiriiwn  mu^t  Ik?  bland.  All  foods  are  to  be  given  cool.  Strong 
coffee,  tea,  and  alcohol  are  prohibited;  only  with  symptoms  of  collapse  may 
the  latlcr  he  made  use  of,  Of  foo<ls,  milk  is  most  luiportanl,  p<?rhaps  mixed 
with  somatose.     l^^rnonade  or  orangeade  may  be  used  as  a  drink. 
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It  is  important  that  attention  be  paid  to  the  fecal  discharges  on  accoont  of 
possible  hemorrhages  and  intestinal  parasilcs  (or  their  ova).  In  rase  of  con- 
stipation no  salines  should  be  used,  bat  only  mild  vegetable  laxatives,  such  as 
castor  oil,  tamarinds,  rliubarb,  caseara  sagrada  and  others;  eneniata  and  irri- 
gations of  water  may  also  be  utilized.  Laxatives  should  t)e  changed  frcfjuently 
so  that  (he  intestine  may  not  become  aeeiistomed  to  a  certain  remedy. 

Special  TreatmenL^Upon  the  aniliority  of  Werlhof,  snlpliurie  acid  is 
given,  even  to-day,  in  the  form  of  HalbT*s  acid  elixir,  wliieli  Werlbof  praiscni 
as  a  specific.  He  also  advised  in  pnrpura  deeoctuni  cortex  cbinje  (8-10;  200, 
a  tablespoonful  every  two  hours).  The  administration  of  ergot,  of  lead  aee- 
tah',  liirpentine,  and  lit[Uor  ferri  sesfpjiehlorali  has  been  based  npon  the 
pathology  of  the  disease.  In  very  stnbborn,  fre<[uently  relapsing  eases,  I 
have  seen  good  results  from  arsenic  in  the  form  of  FowlePs  solution,  espe- 
cially in  combination  with  carbonated  or  w^arm  baths  rich  in  salt.  I  can 
highly  recommend  this  treatment,  particularly  in  the  cases  in  which  all  other 
nieUiOils  have  been  without  result, 

Henoch  has  used  ergot  in  the  following  manner: 

^  Ext.  secab  cornut, 1.5 

Aq.  destill , , 150 

M.,  1).,  S. :  For  children  a  teaspoonful,  for  adults  a  tablespoonful,  every 
three  hours. 

I  cannot  so  strongly  recommend  this.  Liquor  ferri  sesquichlorati  may  be 
given  in  grueb  from  one  to  five  drops  three  times  daily. 

The  following  metlication  is  also  advised,  although  I  have  never  seen  any 
results  from  it;  Twenty  to  thirty  drops  of  the  jhiid  extract  of  hydrastis  cana- 
densis every  two  to  three  hours, 

Jn  peliosis  rheumatica  the  emplo}Tnent  of  sodium  salicylates,  aspirin  and 
antipyrin  is  worthy  of  trial. 

In  epistaxis,  dorsal  decubitus  with  the  head  low,  cold  to  the  nape  of  the 
neck,  and  liquor  ferri  sesquichlorati  are  indicated.  The  insufflation  of  cold 
water,  to  which  a  few  drops  of  the  previously  mentioned  iron  salt  are  added, 
will  often  control  the  hemorrhage.  Tampons  of  cotton  dipfied  in  the  iron 
solution  may  also  be  necessary.  Gastric  and  intestinal  hemorrhages  are  to  be 
combated  by  ice  in  combination  with  npium.  Therapeutic  requirements  are, 
however,  rarely  necessary,  as  the  condition  is  infrequent.  The  same  is  true 
of  renal  hemorrhages. 

With  symptoms  of  collapse,  stimulants  are  to  be  used  (w4ne,  coffee  with 
brandy,  champagne,  camphor,  ether).  The  application  of  heat  may  become 
necessary  (hot  bottles,  hot  sand  bags).  In  severe  eases  hvpodermoelysis  of 
physiologic  salt  solution,  to  which  oxygen  has  lately  been  added  with  success, 
may  be  resorted  to. 

During  convalescence  the  patient  must  be  placed  on  a  nourishing  diet, 
Eesidence  in  the  country,  by  the  sea,  or  in  the  mountains  is  advisable.  Of 
drugs,  iron  is  the  best.  The  urine  is  to  be  frequently  examined  even  after  the 
actual  disease  has  run  its  course,  for  sometimes  in  immediate  sdjiience  or  a 
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long  time  afterward  (weeks  and  months)  albuminuria  may  appear.  Occasion- 
ally this  disappears  with  a  stimulating  diet  and  warm  baths;  in  other  cases  it 
remains  and  passes  into  a  chronic  (interstitial)  nephritis.  For  the  treatment 
of  this  condition,  the  article  upon  renal  disease  may  be  consulted ;  but  I  may 
remark  here  that,  even  in  such  cases,  I  have  seen  favorable  results  from  cold 
sea  baths,  though  only  in  well-nourished  and  robust  individuals. 
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THE   ANIMAL    PARASITES    OF    MAN 

Bit   K    PEIPER,  Greifswald 

By  "  animal  parasites  of  man  *'  we  mean  the  organisms  which  live  tempo- 
rarily or  permanently  on  or  in  the  body  of  man  and  derive  their  nourishment 
from  it.  There  is  no  difference,  properly,  between  animals  that  live  as  para- 
sites and  those  tliat  live  free.  For,  on  the  one  hand,  there  are  parasites — e.  g,, 
the  asearis  nigrovenosa  (this  species,  indeed,  does  not  !ive  on  man) — whieh 
produce  mature  otfspring  capable  of  living  free,  and,  on  the  other  hand,  ani- 
mals which  usually  live  free  may  appear  as  parasites.  Thus,  the  larvae  of 
flies,  which  nsnally  live  on  decaying  organic  substances,  are  found  "  oecaMon- 
alhj  ^'  as  parasites  in  man,  either  in  the  intestinal  canal  or  in  suppurating 
wounds.  These  ocamnnal  parasites  must  not  he  classed  with  the  so-called 
**  pseudoparamtes/'  By  the  latter  we  generally  mean  foreign  bodies  of  various 
kinds  and  origin  which  are  manifest  per  vias  natural e$. 

As  statetl,  we  distinguish  between  a  temporary  and  a  permanent  parasitism. 
Fleas  and  bed-bugs  infest  nmn  only  transiently.  The  development  of  these 
organisms  is  independent  of  the  human  body.  Temporary  parasites  include 
the  eiiopanmlcs  (or  epizoa)  which  inhabit  the  skin,  the  conjunctival  sac,  the 
mouth,  the  nose  and  its  accessory  cavities.  It  is  true,  the  tictoparasites  also 
include  some  permanent  parasites.  Most  of  the  permanent  or  stationary  para- 
sites are  found  as  entoparamtf's  or  entozoa  in  the  internal  organs :  in  the  intes- 
tinal canal  and  the  glands  belonging  to  it,  in  the  Inngs,  in  the  heart,  in  the 
brain,  and  in  the  nuiscles.  But  the  permanent  parasites  are  not  all  entnpara- 
siteSj  for  many  of  them  live  also  on  the  skin.  Lice  and  sarcoptes  houiinis 
rarely  leave  the  body  of  man  upon  which  they  develop  from  the  ova  and 
multiply. 

Many  parasites,  such  as  tenia,  ascarides,  and  ankylostoma  inhabit  man 
only  when  uuitiire;  others,  such  as  the  echinococcus,  only  during  a  certain 
period  of  its  development.  Man,  therefore,  is  either  the  actual  host  or  only 
the  intermaiiate  host.  For  many  parasites,  such  as  tenia  solium  and  tenia 
eaginata,  man  has  the  doubtful  honor  of  being  the  only  host  But,  man  also 
becomes  the  host  of  parasites  which,  as  a  rule,  select  another  host  animal. 
Thus,  the  cystieercus  cellulosa*  occur  not  only  in  the  pig,  diKT,  and  cat,  but 
by  aufoinfection  also  in  nmn.  Balantidium  coli  and  ecliinorhyncus  gigas  are 
specific  parasites  of  the  pig.  but  occasionally  they  are  found  in  man. 

Since  remote  times  physicians  and  zoologists  have  attempted  to  ascertain 
the  origin  of  the  parasites.  As  a  rule,  this  has  been  easy  with  the  ectopara- 
sites; but  exceedingly  difficult  with  the  entoparasites.     For  not  only  in  the 
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intestine,  bnt  in  the  organs  of  the  human  body  that  are  beyond  the  reach  of 
external  contact^  parasites  are  found  whose  origin  baffles  conception,  and  most 
remarkable  suppositions  and  opinions  have  arisen  regarding  this  origin.  The 
most  simple  and  most  natural  explanation  of  this  secret  of  nature  was  Hie 
assumption  of  a  generatio  cpquivoca.  It  was  helieved  that  spontaneous  gen- 
eration, which  was  supposed  to  l^e  common  among  the  lower  animals,  occurred 
also  among  the  entoparasites.  Endeavors  were  made  to  demonstrate  that  the 
parasites  developed  from  the  intestinal  mucus^  from  inspissates!  fecal  masses, 
and  from  decomposed  Ijlood.  Step  by  step,  the  proof  was  slowly  furnished 
that  not  onii/  highly  organized  animals,  but  also  the  lower  were  endowed  with 
sexual  powers^  and  thai  the  paraMies  developed  only  from  fecundated  ova.  In- 
vestigators have  had  to  contend  with  one  great  diltlculty,  namely,  the  occur- 
rence of  young,  asexual  fornm.  But  the  transition  of  these  into  intermediate 
hosts,  their  return  to  the  specific  host,  and  their  development  into  mature  forms 
was  finally  established  experimentally. 

With  certain  exceptions,  sexual  mMurity  and  parasitism  coincide  for  those 
entoparasites  which  are  under  discussion.  The  ova  or  embryos  of  the  mature 
parasites  reach  the  outside  world,  and  here,  protected  by  a  covering  which  is 
very  resistant  to  external  influences,  they  continue  their  development,  and 
finally  reach  an  intermediate  host.  Many  exceptions  occur.  The  embryos  of 
the  trichina  spiralis  pass  from  the  intestinal  wall  of  the  host  immediately  into 
his  tissues.  Others,  slipping  from  the  sac  of  the  ova,  live  free  for  some  space 
of  time;  still  others  migrate  directly  into  the  final  host,  there  to  reach  their 
maturity.  Asexual  forms  first  pass  into  an  intermediate  host,  where  they  are 
harliorcd  and  still  further  developed,  until  at  last  they  reach  their  final  host; 
or,  aft  IT  the  laps**  of  some  time,  they  become  subject  to  retnigressive  changes. 

Our  knowledge  of  the  distribution  of  the  animal  parasites  in  man  is  very 
ineom}>lete.  It  is  certain  that  oxyuris,  ascaris  and  trichocephalos,  as  well  as 
the  ectoparasites,  pediculus,  cimex  and  pulex,  are  found  throughout  the  world, 
and  are  probably  the  most  common  animal  parasites.  Others,  such  as 
echinococcns,  ankylostoma,  filaria,  are  ofjserved  only  in  certain  countries,  out- 
side of  these  only  sporadically,  and  then  intrf>duced  from  mf<x*ted  districts. 
Precise  statistical  reports  regarding  the  distribiitinn  of  the  parasites,  which 
might  assist  in  the  explanation  of  various  questions,  are  very  limited  in 
number. 

Aside  from  the  influence  of  climate  and  soil,  the  frequency  of  the  occurrence 
of  parasites  in  man  is  due  also  to  the  customs  and  habits  of  a  country,  and, 
no  less,  to  the  personal  cleanliness  of  the  individual  inhabitants.  I  do  not 
refer  merely  to  ordinary  cleanliness  of  the  body,  which  is  of  importance  in  the 
transmission  of  the  ectoparasite,  but  particularly  to  cleanliness  in  kitchen  and 
household.  There  can  be  no  doubt  that  the  majority  of  the  parasites  are  trans- 
mitted by  food  and  drink,  by  ingestion  from  contaminated  vessels,  soilcti 
hands,  etc.  In  countries  where,  as  in  Abyssinia,  beef  is  eaten  raw  or  at  least 
not  siithciently  well  cooked,  the  Ite^'f  tape-worm  is  greatly  disseminated.  The 
tenia  solium  is  not  rarely  found  in  Central  Hermany,  where  raw  or  half-cooked 
pork  is  often  eaten.  For  the  same  reason  endemics  and  epidemics  of  trichinosis 
have  not  yet  been  completely  exterminated  in  these  districts.    The  intake  of  the 
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iukes  need  not  necessarily  lie  with  measly  meat;  it  may  he  hrought  about  by 
secondary  couditions.  It  is  impossible  to  enumerate  all  the  aeeidental  ways  by 
which  the  flukes  may  be  transmitted  to  food,  especially  in  butcher  shops  and 
restaurants  in  which  proper  cleanliness  is  lacking.  The  transmission  of  the 
bothriocephakis  latus?  occurs  in  a  manner  simihir  to  that  of  the  eysticerci,  the 
booklets  of  which  are  shown  to  retain  great  vitality  in  smoked  or  frozen  pike. 

The  role  assumed  by  insects,  especially  the  common  house-fly,  in  the  dis- 
semination of  parasites  is  very  interesting,  Grassi  has  showm  that  the  ova 
of  the  tenia  solium,  oxyuris  vermicularis^  and  triehocephalus  dispar,  pass 
through  the  intestine  of  the  Hy  without  change.  But  Stiles  reports  that  the 
ova  of  ascarides  undergo  further  development  in  the  intestinal  canal  of  the  fly. 
Owing  to  the  Yery  general  prevalence  of  tties  and  their  habit  of  settling  upon 
various  food-stuffs^  on  which  they  defecate,  there  can  be  no  doubt  that  these 
insects  contribute  materially  to  the  distribution  of  the  ova  of  the  helminthes. 
It  is  certain  that  vegetables  of  various  kinds  and  sources,  if  not  thoroughly 
washed^  or  if  eaten  raw,  may  become  the  carriers,  the  same  as  meat  if  it  has 
but  come  in  contact  with  the  ova  of  helminthes. 

We  know,  from  the  inlercsting  observations  of  Lutz,  how  the  ascarides  de- 
velop. The  rural  population  especially,  and,  above  all,  the  children  by  play- 
ing upon  infected  soil,  acquire  the  emljryos  of  the  ascaris  lumhricoides  from 
the  soil,  whereas  the  parasites  are  far  less  fre<:pient  amon^  city-lire<l  people, 
even  among  the  children.  The  affection  is  often  transmitted  by  food  con- 
taminatwl  with  infectcnl  earth,  often  by  means  of  the  drinking-water  into 
whicli  germs  capable  of  development  have  lodged. 

The  role  of  dnnking-waler  in  the  distribution  of  tlie  entoparasites  is  un- 
doubtwlly  of  great  importance.  I  do  not  refer  only  to  the  transmission  of 
occasional  parasites,  but,  above  all,  to  the  protozoa,  the  ova  of  ascaris  and  of 
triehocephalus,  especially  the  immature  forms  of  the  trema hides,  which  reach 
the  human  intestinal  canal  by  polluted  drinking-water.  Water  has  an  influ- 
ence  also  in  the  development  and  <listri!)ution  of  the  ankylostoma  duodenale, 
as  we  shall  see  later.  Since  the  investigations  of  T^)os,  it  can  no  longer  be 
doubted  tbat  the  last-named  parasite  is  able  to  force  its  way  into  the  human 
organism  through  the  uninjured  j^l^in.  A  numla^r  of  authors  believe  this  true 
also  of  the  flliaria  medinensis  (guinea  worm).  So  manifold  are  the  ways  in 
which  the  young  forms  of  the  parasites,  or  the  parasites  themselres,  migrate 
into  man  that  we  cannot  enter  upon  them  hf*re. 

When  we  endeavor  to  ascertain  whence  the  former  originate,  we  note  that 
the  majority  of  parasites  are  derived  from  animals,  especially  from  our  domes- 
tic animals,  dogs,  cats,  pigs,  and  cattle.  1  refer  only  to  the  group  of  the 
cestodes,  to  the  trichina,  and  to  numerous  epizoa.  The  more  intimate  the 
relations  between  animal  and  man,  the  greater  the  danger  of  transmission. 
Furthermore,  man  himself  is  often  not  only  the  carrier,  but  the  disseminator 
of  the  parasites.  Not  only  does  he  infect  his  surroundings  with  the  young, 
but  occasionally  he  infects  himself,  as  shall  be  dcmonstratetl  later  in  the  dis- 
cussion of  oxyuris  vcrmicularis. 

In  regard  to  the  sifmpfomatology,  there  is  perhaps  no  realm  of  pathology 
in  which  so  many  contradictory  opinions  have  been  expressed  as  have  been 
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called  forth  by  the  animal  parasites,  especially  by  the  entozoa.  Formerly,  when 
certain  morbid  phenomena  could  not  be  explained,  enigmatical  symptoms  were 
ascribed  to  the  accidental  presence  of  one  or  gereral  parasites,  thus  giving  rise 
to  many  vague  conceptions;  later  there  was  an  evident  inclination  to  ascribe 
little,  or  no,  reaction  upon  the  affected  organism  to  animal  parasites,  espe- 
cially to  the  entozoa.  Undoubtedly,  both  tendencies  were  wrong.  The  phe- 
nomena ob«ened  in  many  persons  infected  by  parasites,  especially  the  nervous 
manifestations,  cephalalgia,  pruritus,  disturbances  of  sight  and  hearing, 
mydriasis,  sensations  of  general  weakness  and  lassitude,  should  not  always  be 
regarderl  as  the  consequence  of  helminthiasis.  The  decision  regarding  the 
causal  connection  depends  also  upon  whether  the  symptoms  have  occurred  only 
after  the  appearance  of  the  parasite  and  have  ceased  soon  after  the  expulsion 
of  the  unwelcome  visitor.  Thus,  Cobbold  and  Davaine  report  a  number  of 
cases  in  which  various  nervous  symptoms  disappeared  after  the  expulsion  of 
a  tape-worm.  In  a  case  of  epilepsy  which  had  persisted  for  three  years  Marx 
saw  a  cure  take  place  after  the  expulsion  of  tenia  solium.  In  a  patient  who 
suffererl  from  tabetic  phenomena,  and  in  whom  there  was  marked  temporary 
mym'iH  and  loss  of  the  pupillary  reaction,  Denti  noted  that  all  symptoms  were 
cured  by  the  expulsion  of  a  tenia  solium.  Xoticeable,  too,  are  the  frequent 
reports  of  disturbances  of  the  visual  apparatus  in  helminthiasis.  In  short,  it 
is  certain  that  considerable  disturbance  of  health,  sometimes  even  serious  dan- 
ger to  life,  may  be  caused  by  the  presence  of  parasites. 

It  is  obvious  that  delicate,  nervous,  anemic  persons  suffer  much  more  from 
the  presence  of  parasites  than  robust  individuals,  whose  power  of  resistance  is 
greater,  and  that  the  reaction  in  the  former  is  much  more  violent.  The  with- 
drawal of  ffKxl-stuffs  which  are  easily  assimilated  but  which  often  cause  the  ex- 
pulsion of  the  tape-worm  chains,  meters  in  length,  or  numerous  ascarides  from 
the  intestinal  canal,  must  inevitably,  apart  from  the  local  reaction,  be  fol- 
lowed by  injurious  sequels,  especially  in  weak  persons  and  children.  The 
presence  of  hundreds,  even  thousands,  of  blood-sucking  ankylostomata  cannot 
fail  to  produce  serious  disturbances.  Parasites  which  have  lodged  in  vital 
organs,  in  the  liver,  lungs,  heart  and  in  the  eyes,  in  the  brain  and  the  spinal 
cord,  even  if  relatively  small,  will  certainly  cause  serious  functional  disturb- 
ances and  disease. 

The  investigations  in  the  last  decade  by  Reyher,  Runeberg,  Dehio,  Scha- 
piro,  Scliaumann,  and  others,  have  demonstrated  that  the  animal  parasites, 
esp(»cially  tlic  boihriooophali,  produce  toxins  which,  taken  into  the  blood,  may 
lead  io  tlic  seven*  manifestations  of  pernicious  anemia.  The  secretion  of  toxic 
sul)stanees  hy  otlu^r  animal  parasites,  such  as  eehinococci,  ascaris  lumbricoides, 
ankylnstoma  diiodenale,  etc.,  is  also  prol)able.  We  do  not  as  yet  know  the  toxin 
itself,  l)nt  we  reeo^^nize  its  deleterious  etTects. 

The  number  of  parasites  occurring  in  man  is  very  large.  Every  year  fur- 
nishes reports  of  the  appearanee  of  animal  parasites  until  then  unknown.  In 
the  foMowin^  I  shall  review  th(»  fauna  of  man.  It  seems  most  practicable  to 
diseu>>  ihem  in  a  systematic  ord(»r.  I  he^nn,  therefore,  with  those  organ- 
isms whieji  can  only  with  dilllculty  he  separated  from  the  lowest  vegetable 
organisms. 
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We  designate  as  protozoa  the  primordial  animals,  those  microscopically 
small  but  living  organisms  which,  as  monocellular  elements,  singly  or  in  colo- 
nies, collectively  repreiient  the  simplest  animal  type.  The  sulistanee  of  the 
body,  sarcodc,  consists  of  a  contractile,  finely  grannkted  protopla>im  whieh  i& 
mononuclear  or  polynucloar.  The  viscid,  hyaline  cetosarc  is  capable  nf  motion 
by  contraction  and  expansion,  or  by  extension  and  retraction  of  psendopodia, 
by  cilia  and  flagella.  There  can  be  no  doubt  that  it  is  concerned  in  the  inges- 
tion and  excretion  of  fwd.  Fissures  and  ojienings  in  the  ectosarc  take  the 
place  in  some  protozoa  of  the  functions  of  mouth  and  anus.  The  soft  endo- 
sarc  serves  for  tlie  digestion  of  the  food  consumed;  the  contractile  vaenoles, 
occurring  in  many  protozoa,  are  intended  for  the  accumulation  of  fluids  to  l>e 
excreted.     Propagation  takes  place  by  segmentation,  gemmation  or  sporulation. 

We  know  that  all  three  varieties  of  the  protozoa,  the  rhizopoda,  the  sporozoa 
and  tlie  infusoria,  occur  as  parasites  in  man. 

The  rhizopoda,  **  root-footed  *'  organisms,  include  the  amojba  coli  (Loesch), 
discovered  in  1875,  the  amteba  coli  felis  of  Quincke  in  1893,  the  amoeba  eoli 
mitis  of  Quincke,  which  is  minutely  described  in  the  interesting  treatise  of 
Hoppe-Scyler,  *'  Dysentery  and  Ameba  Enteritis,'*  ^  and  the  anueba  coli  vul- 
garis of  Quincke.  The  investigations  of  Quincke  and  Eoos  have  proven  tliat 
the  latter  are  not  pathogenic  either  in  man  or  in  cats.  The  severe  and  welU 
known  dysenteric  symptoms  caused  by  the  first-named  ameba  may  be  mate- 
rially complicated  by  the  supervention  of  liver  abscesses.  Cases  of  infection 
hy  amteha  coli  mitis  are  considerably  milder,  but  of  a  distinctly  chronic  course. 
For  details  regarding  these  piyasites  I  refer  to  the  previously  mentioned  article. 

Ameba^  in  man  are  not  conflntHl  to  the  intestines.  1  have  referred  to  their 
occurrence  in  the  pus  of  liver  abscesses  in  dysentery.     Jjima  demonstrated 


Wm.  26. — Ameba  at  Fig.  27. — Ameba  in  Fig.  28.— Ameba  Fuit- 

RlSBT.  MoTIO:^.  TENEO. 

Figs.  26-28. — Leti>exia  Gemmipaiia,     (After  von  Leyden-Schaudinn.) 
n,  nucleus;  r,  vacuole;  pi\  pulsating  vacuole. 


amebje  in  pleuritic  and  peritoneal  exudiites.  Gro^  and  Stern her^  have  reported 
tile  presence  of  iimi'ha^  in  the  tartar  of  the  teetlL  Flexner  found  ainel>;e  in  iin 
ahseess  in  the  oral  cavity,  Kartulis  in  the  pus  and  in  an  extraeteii  portion  of 


1  See  the  chapter  on  DvBeiitery  in  volume,  **  Infectious  Disease*/* 
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the  lower  jaw.  Bnelz  nhsorved  amebfe  in  the  urine,  Jiirgens  ii 
membrane  of  the  bhidder,  Kartnlis  in  a  tumor  of  the  bkidder,  Wijnhoff  and 
Zeehuison  in  muenhetnorrhagie  urine,  and  their  causal  relation  to  the  morbid 
phenomena  is  not  yet  explained.  This  deteetion  of  ameba!  is  undoubtedly  very 
interesting,  hut  a  definile  opinion  regarding  their  significanee  cannot  be 
arrived  at  until  tlie  eidture  of  junelne  in  pure  culture  has  been  aceomp!ish«?d. 
Then  we  slinlJ  Ijc  af)le  by  exjKTiments  to  estimate  their  true  significance  as 
generators  of  disease. 

V,  lA\vden  and  Hchaudinn  found  in  the  ascitic  fluid  of  two  oases  of  carci- 
noma struetures  of  an  irregnlar  polygonal  or  glohular  form,  which,  in  a  con- 
tracted condition,  measured  from  3  to  36  /*.  Uncon traded,  tbey  posj^ess  the 
power  of  ameboid  nu>vetnent,  and  send  forth  processes  which  are  either  hyaline 
or  lamellar  or  granular.  The  plasma  is  tliickly  studded  with  very  refractive 
granules  of  a  yellowish  luster.  Several  vaenoles  for  fluid,  among  them  one 
pulsating,  are  generally  found,  and  one  nucleus.  Propagation  occurs  by 
gi'mrnation  and  segjnentation.  Similar  stnictnres  were  found  by  Laiienstetn 
and  Behla  in  the  ascitic  fluid  of  patients  with  carcinoma.  It  is  still  unde- 
cided whether  the  Leydem'a  genimipara  Schaudiniij  1896,  hag  any  relation 
to  carcinoma. 

The  second  class  of  the  protozoa,  the  sporozoa,  includes  parasites  which 
have  also  been  discussed  by  the  above-mentioned  authors,  such  as  the  coccidium 
oviforme,  Ijcnckart,  187*),  the  coccidium  perforans,  Leuckart,  1879,  and  the 
coccidium  bigemimnm,  Stiles,  1891.  These  parasites  are  rarely  found  in  man, 
it  is  true,  hut,  wlien  present,  they  cause  obstinate  intestinal  catarrhs  which  are 
diflicult  to  cure.  Ihidoubted  cases  of  eoccidiosis  of  the  kidneys  and  of  the 
ureteric  have  also  been  descriljcd  by  Lindemann,  Bland -Sutton,  and  Targeff. 
In  tlie  cas<?  reported  Iiy  Clarke  numerous  small, 'greenish-brown  cysts  contain- 
ing the  parasites  in  varying  sizes  were  found  in  the  renal  p<dvis,  in  the  ureters, 
and  in  the  bladder. 

Miescbers  or  Rainey's  tu\K%  which  liecame  known  from  the  microscopical 
examination  of  pnrk,  are  of  no  pathngenic  signiflcance  and  are  only  rarely 
found  in  man.  .\part  from  the  donl)tfnl  vni^e^  of  Lindemann  and  Roscnlw^rg, 
Buch  structures  have  Ixx^n  fonnd  in  man  only  by  Kartulis  in  the  muscles  of 
the  abdomen,  and  by  Baraban  ami  Saint-Remy  in  tl»e  muscles  of  the  larynx* 

The  most  important  group  of  the  sporozoa  are  the  hemosporidia  which 
include,  as  is  well  known,  the  malarial  jjarasiles  of  man.  The  highly  interest- 
ing history  of  the  developnuuit  of  tliese  jiarasites,  and  also  the  pathological  con- 
dition produced  by  them,  have  Irm^u  exhaustively  dibCUsscHl  in  the  chapter  on 
Malaria  (which  see  in  volume  "  Infectious  Diseases")* 

In  concluding  this  study  f»f  the  sporozoa,  I  desire  to  mention  that  in  the 
future  we  may  possibly  he  able  to  attribute  other  parasitic  affections  of  man  to 
the  parasitic  nature  of  the  protozoa.  Some  well-known  autliors  asf^iime  that 
the  [mlhogenic  germs  of  carcinoma,  sarcoma,  scarlatina,  measles,  smallpox,  per- 
tussis, etc.,  are  represented  by  certain  protozoa  yet  to  be  found  or  to  be  inves- 
tigatetl.  I'nfortnnately,  the  researches  undertaken  up  to  the  present  have  not 
led  to  a  positive,  indisputable  result. 

Tlie  third  class  of  the  protozoa  embraces  the  infmoruiy  which  are  struetixres 
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of  more  or  less  constant  form,  and  covered  wiih  cilia  in  varjnnipf  number  and 
arrangement.     Tlic  infusoria  include  tlie  flagellates  and  the  ciliated  parasites. 

Of  the  flagolkti^,  trichomonas  vaginalis,  Donn^,  1837,  is  frequently  found 
in  yellowidi,  markedly  acid  vaginal  mucus,  whereas  the  parasite  is  not  pres- 
ent in  the  normal  secretion  of  the  vagina.  Tlie 
parasite,  which  is  elliptieal  in  shape,  and  0.01 
mm.  in  length,  is  elongated  into  a  delicate  process 
at  the  anterior  border  of  which  there  arc  usually 
four  long,  slender,  whip-like  flagella.  An  undu- 
lating membrane,  the  contracting  wave  of  which 
is  continually  directed  anteroposteriorly,  extends 
spirally  from  the  point  of  origin  of  the  flagella. 
The  parasite  was  found  in  purulent  urine  by 
March  and,  Miura  and  Dock;  in  human  feces  by 
Janowski  and  Skaller;  in  the  contents  of  the 
stomach  in  carcinomne  cardije  by  St  rube.  It  also 
appears  that  the  flagella  found  by  Davaine,  Grassi, 
Eckekranti^,  Cunningham,  Tham,  ^larcband,  Zun- 
ker,  Epstein,  May,  Koos,  Scbubcrg,  Schiir mayor, 
and  others,  which,  following  Davaine  (1854),  are 
designate*!  m  trichomonas  hominis,  are  not  essen- 
tially d  i  t!cr  en  i  f  r  om  t  r  i  ch  om  on  as  v  a  gi  n  a  1  i  s .  Simi- 
lar structures  were  also  ffumd  in  the  sputum  in 
gangi'cne  of  the  lungs  by  Kannenherg,  Stn^ng  and 
Schmidt,  in  serous  pleural  exudate  by  Lit  ten,  in 
putrid  pleurisy  by  Koos.  It  appears  that  the  para- 
site  designated  plagiomonas  urinaria  by  Kiinstler, 
in  IS83,  aL^o  belongs  in  this  class.  The  cilia 
observed  by  earlier  authors  were  ])robably  only 
simulated  by  the  continuous  motion  of  the  undulating  membrane 
ber  of  the  flagella  is  liy  no  means  characteristic. 

No  positive  statements  can  be  made  regarding  the  significance  of  the  tricho* 
monadcs  as  generators  of  disease.  Yet  it  is  quite  conceivable  that,  if  present 
in  enormous  quantities,  they  might  lead  to  long-continued  suppuration  and 
catarrh  of  the  intestine.  As  a  rule,  they  are  easily  exterminated  by  repeated 
doses  of  D.  1-0/2  of  calomel. 

Megastoma  entericum  Grassi,  1881,  and  s.  Lamblia  intestinal  is  Lambl, 
1859,  are  of  the  same  significance.  The  exact  description  of  this  parasite 
will  he  found  in  the  cliapfer  on  Dysentery,*  where  it  is  also  stated  that  the 
parasite,  if  occurring  in  large  nmnbers,  may  cause  an  intestinal  catarrh  which 
is  usnally  cured  without  dilTiculty  unless  complicated  by  carcinoma  or  tuber- 
culosis. 

Of  other  flagella,  monas  globulus,  Dujardin ;  monas  lens,  Dnjardin  ;  monas 
el  o  n  ga  t  a ,  D  u  j  a  n  1  i  n  ;  f  jo  d  o  i  n  t  es  t  i  n  a  1  i  s,  Kb  re  n  \  re  rg ;  cer  ccj  m  o  u  ils  ac  ami  n  a  t  a , 
Dujardin;   cercomonas   gh>bulus,    Dujardin;    cercomonas   biflagellata.   Stein- 


Fio.  29. — ^Trichomonas  Vaoj* 

AiiLY    Enlarged.      (After 
Kunstler,) 


The  nutn- 
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berg;  trichomonas  elongata,  Sternberg;  trichomonas  eautlata,  Steinberg;  arid 
trichomonas  flagellata,  Steinberg,  have  been  probably  found  as  simple  com- 
meneals. 

Of  the  cilia  inhabiting  man,  cilia  infusoria,  we  are  most  interestec!  in  the 
balantidium  coli,  Malrasten,  1857,  the  pathogenic  significance  of  which  m  the 
generator  of  ^icvere  dysenteric  intestinal  catarrhs  is  also  described  in  the  chap- 
ter on  Dysentery.  Stockvis  has  also  found  balantidia  in  the  sputum  of  a  sol- 
dier who  !iad  returned  from  the  Snnda  Islands. 

Jacoby  and  Scliandinn  have  recently  found  a  new  balantidiiim  minntura 
n.  sp*  in  diarrheic  stools,  and  aUo  tlie  nyctotherus  faba  n,  sp._,  illustrations  of 


'M'^ 


A 
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FlQ.   30. BAliANTimt'M   MlNUTUM, 

n,  nucleuB;  cr,  contractUc  vocuote.     (After 
SchauditinK) 


FlO.  31. NTCTOTHEBUft  FaDA. 

mi.n,  micro tiucleus;  Tmi,m,  nmcronuclcui. 
(Aft*r  Schaudiiui.) 


which  follow.  Vorticelli,  which,  according  to  Lindner,  are  said  to  infest  man, 
cannot  yet  be  rcengnized  as  parasitic  structures. 

Tills  embraeea  the  principal  protozoa  which  occur  in  man. 

We  now  come  to  the  more  highly-organized  class,  the  plathelminthes  or 
flat- worms.  To  this  group,  which  e!id>raees  the  tw^o  classes  of  trcumtodes,  or 
BUL'kiug-wornis,  aurl  cestodes,  or  tape-worms,  belong  the  '*  vermes  intestinalis" 
of  the  earlier  authors  or  *'  helmintlies ''  which^ — sit  venia  ver&o— represent  the 
true  intestinal  worms. 


TREMATODES 

The  tongue-  or  leaf-shaped  trematodes  include  the  amphistomum  homims^ 
Ijewis  and  McConnellj  IBTij. 

I  wish  to  include  this  parasite  for  the  sake  of  completeness.  Observed 
but  a  few  times  in  the  tropics,  it  possesses  no  actual  interest  for  us,  especially 
since  its  significance  as  a  parasite  is  hy  no  means  accurately  determined. 

Of  greater  importance  is  the  distomum  hepaticum.  Linn^,  1758. 

The  liver-fluke  is  found  in  the  intestine.s  and  in  the  bilc-ducts  of  a  great 
number  of  mammals^  especially  in  the  sheep.  Rot  or  liver  disease  in  many 
districts  creates  great  ravages  airiong  sheep.  The  parasite  is  also  often  noted 
to  occur  sjKjradically,  Its  body  is  oblong,  ilat,  leaf-like,  with  a  proboscidiform 
projection  on  the  cone-shapwl  head.  One  of  the  tw^o  suctorial  discs  is  situ- 
ated at  the  point  of  the  cone-like  head,  and  contains  the  opening  of  the  mouth. 
The  other  suctorial  dii»c  belongs  to  the  abdominal  surface.    The  oval  eggs  are 
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of  a  considerable  size:  Breadth  0.075  to  0,09  mm.,  lofij[Tth  0.14  to  0.15  mm. 
The  anteri(»r  pole  is  flatter  and  has  a  lid. 

The  (levelopment  of  tlie  liver-fluke,  explained  l>y  Ijeuekfirt  and  Thmoas,  ig 
a  very  complicated  one.  Tlie  ova  are  disehargCMl  witti  the  feces.  Afler  a  pro- 
longed 8taj  in  water,  the  elongated  miraciiiiiim  devehips 
and  after  «ome  time  breaks  the  eover  of  the  egg.  Bv 
muans  of  its  eiliary  sac  it  floats  al)oiit,  and  finally  is 
taken  up  hy  its  first  internuxliary  hosts,  small  water 
snails,  the  limnaeus  minulus  and  lirnmeus  eahuensis, 
which  are  found  in  large  numbers  in  small  pools.  In 
this  host  the  miracidia  become  transfoniUMl  into  sporo- 
cystSj  which  are  t^enerally  fmmd  in  the  respiratory  cavity 
of  the  snaiL  Tlie  sporcx'ysts  produce  a  second  genera- 
tion of  germ  tubules,  rwlia,  from  wliich,  finally,  the  trne 
>'oung  of  tlie  distoma  develop  in  tlic  form  of  caudate 
cercaria,  Tlic  cerearia  then  emerge,  adhere  to  grass  and 
water  plants  and,  with  these,  enter  their  final  host  in  an 
encysted  form.  From  the  intestine  they  migrate  into  the  bile-ducts,  where 
they  develop  into  mature  animals. 

It  is  obvious,  in  view  of  this  mode  of  development^  that  man  is  hut  rarely 
inhabited  by  distoma,  and  even  then  only  by  a  small  number.  The  entrance 
of  the  cerearia  into  man  occurs  principally  by  tlieir  ingc^stion  with  polluted 
drinking-water  or  witli  raw  vegetables,  salad,  or  water-eress,  which  have  grown 
in  inundate*^  places.  In  many  other  ways  they  may  enter  the  body;  we  need 
only  cM:>nsider  how  often  ehddren  and  even  grown  people  put  meadow-plants  into 
the  mouth. 

About  18  cases  of  disease  of  the  liver  in  man  from  distoma  have  been  re- 
corded.  As  only  very  few  parasites  were  present,  no  special  symptoms  were 
caused  in  the  majority  of  these  cases.  Yet  the  cases  of  Bostroem  and  Biermer, 
in  which  the  fatal  outcome  of  the  disease  was  due  to  the  parasite,  prove  that 
even  a  single  parasite  may  produce  severe  phenomena. 

It  seems  that  the  parasites  remain  latent  for  considerable  time.  The 
general  condition  of  the  patient  changes  gradually  for  the  worse,  he  ema- 
ciates, obstinate  jaundice  and  uncontrollable,  soTnetimes  hemorrhagic,  diar- 
rliea  develop.  Then  follow  vomiting,  violent  pains  in  the  region  of  the 
liver  and  general  dropsy  until,  with  progressing  cachexia,  death  takes  place. 
The  autopsy  often  shows  numerous  changes  in  the  liver :  Enormous  dilata- 
tion and  occlusion  of  the  bilc-dncts  with  ulceration  of  the  same;  excessive 
increase  of  the  connective  tissue  in  the  area  surrounding  the  focus  of  the  para- 
site; obliteration  of  the  large  bile-ducts,  occlusion  of  the  hepatic  duet,  etc. 
If,  therefore,  the  diagnosis  should  be  difficult,  an  examination  of  the  stools 
will  enable  the  physician  to  recognize  the  disease.  Bostroem  and  Perroncito 
succeeded  in  finding  the  ova  of  distoma ta  in  the  stools. 

Owing  to  the  difficulty  of  the  diagnosis,  the  treatment  must  always  remain 
symptomatic ;  but  if  the  diagnosis  be  correctly  made,  the  expulsion  of  the 
liver-lkike  may  be  attempted  by  the  administration  of  mineral  waters  or  other 
remedies  promoting  the  secretion  of  bile. 
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Occasionally  the  livor-tluke  may  pass  from  the  liver  into  other  organs. 
Duval  found  I  he  parasite  in  the  trimk  of  the  portal  vein,  and  Friodberger  in 
tlie  portal  vein.  It  was  found  m  ab^t-ess  cavities  Ufmn  the  plantar  snrfaee  of 
the  foot  hy  (liet^ker ;  l>ehind  the  ear,  by  Fox;  in  the  right  hjpoehondriae  region, 
by  Bionis  des  Carrieres;  and  it  was  extracted  from  the  shoulder  region  by 
Malherlje.  Kaillet  reports  that  a  French  ollicer  in  Kio  coughed  up  a  Senegal 
liver-fluke. 

The  bile-duets  of  various  mammals  contain,  together  with  the  distomum 
hepaticnni,  the  distomum  lanceolatum,  Rudolphi,  1803,  which,  like  the  dis- 
tomum crassum  Busk,  1850,  has  been  found  but  rarely  in  man. 

Besides  these,  I  shall  also  mention  the  distomnm  heterophves,  v,  Siebold, 
1852,  and  the  distonnun  o]»hthalmobiumj  Diesiug.  1850,  as  they  have  been 
rarely  observed  in  man. 

In  Formosa,  Korea,  and,  particularly,  in  Japan,  the  distomnm  Wester- 
manni,  Kerix^rt,  WIH,  is  frequently  found,  and  this  is  also  designated  dis- 
tomnm pnlmonale,  Baelz,  1883,  distomum  Ringeri,  Cobbold,  1880. 

This  reddish-brown  parasite,  according  to  Baelz,  attains  a  length  of  8-10 
mm.,  a  breadth  of  5-G  mm.;  it  is  oval,  slightly  rounded  at  the  ends;  a  cross 
Bection  is  almost  circular-  the  suctorial  discs  of  the  mouth  and  abdomen  are 


Fio. 


33.^ — DlfiTOWTTM  WESTtRMANXl  AN15 
Ovum.     (Aft«r  KHLstirada.) 


Fio.  34. — Distomitth  SpxTtttrtj^Ttrii  aj«i> 
Ovum.     (After  Kfttsiirmla.) 


almost  of  ecjual  sixe.  The  ova,  thousands  of  which  are  often  found  in  bloody 
sputum,  are  of  a  browii  color,  0.U8  to  OXU  mm,  long  and  O.fK'i  mm.  broad, 
thin-sheth^d,  and  showing  a  lid  at  the  blunt  end.  Besides  in  man.  the  parasite 
has  been  found  in  the  dog  and  also  in  auimals  of  the  cat  family,  especially  in 
Japan. 

Distomatosis  is  widely  disseminated  in  Japan,  and  is  the  cause  of  an  appar- 
ently harmless  hemoptysis.  The  parasites  are  found  in  cavities;  in  one  case 
dissected  by  Baelz  there  were  twenty  specimens.  These  cavities  contain  a 
reddish,  pulpy  mass  consisting  of  mucus,  red  blood -corpuscles  and  numerous 
distoma  ova.  The  cavities  are  connected  with  the  bronchi  by  sievedike  open- 
ings through  which  the  ova,  sometimes  in  enormous  numbers,  reach  the  spu- 
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turn.  The  piiticnt's  general  health  is  not  materially  impaired;  l>ut  there  is 
danger  of  fatal  hrmorriiages.  T!ie  diagnoiiis  i.s  deterrnintHl  by  the  dumon- 
stration  of  tfie  ova.  The  ova  of  the  di stoma  may,  aecording  to  Yamagiva  and 
Otani,  be  earrieil  to  the  brain,  and  there  give  rise  to  serious^  di^^ase. 

No  special  therapy  is^  kno^n  as  yet.  But  it  seems  advisable  that  persons 
infected  l>y  di stoma  sliould  leave  the  regions  where  these  are  found  in  order 
to  avoid  further  infection. 

The  distomum  spathulatum,  Leuckart,  187G,  or  distomum  sinense.  Cob- 
bold,  1875,  is  very  common  in  man,  and  also  in  the  cat,  in  China  and  in 
some  parts  of  Japan. 

This  parasite  is  reddish,  almo.st  transparent,  flat,  10-18  mm,  long,  with 
pointed  anterior  and  posterior  ends;  the  skin  is  smfx>th.  The  suctorial  disc 
of  the  mouth  is  larger  than  that  of  the  abdomen;  the  latter  is  situated  at 
the  line  of  the  first  quarter  of  the  body.  The  oval  egg^,  0,028-0.03  mm.  long 
and  0.01tM).017  mm,  broad,  are  eneapsidated,  and  gradually  become  black. 

The  parasites  are  generally  found  in  large  numbers  in  the  hile-dnets,  but 
rarely  in  the  stomach  and  in  the  intestine.s.  They  produce  severe  clinical 
disturbances.  According  to  Baelz,  the  trouble  begins  with  enhirgement  of  tlie 
liver,  and  a  sensation  of  pressure  and  weight  in  its  regirm ;  this  is  accom- 
panied by  a  morbid  appetite.  After  some  years  the  nutrition  becomes  defec- 
tive, and  uncontrollable  diarrheas  make  their  appearance  and  later  become 
hemorrhagic.  Gradually  dropsy,  ascites,  and  anasarca  develop,  and  the  pa- 
tients finalh^  siKcuudi  with  severe  caclmctie  phenomena.  The  autopsy  shows 
the  walls  of  the  gall-bladder  and  bile-duct  studded  with  cyst-like  sinuses  the 
fiize  of  a  nut,  which  often  contain  numerous  parasites.  The  sinuses  c^ommimi- 
cate  with  the  bile-ducts.  The  liver  is  enormotisly  enlarged  hut  of  normal 
color.  The  tissue  in  the  neighljorhood  of  the  parasitic  foci  is  atrophieil.  The 
ova  of  the  |iarasites  are  always  found  in  the  feces.  We  know  hut  little  regard- 
ing the  development  of  the  parasite,  only  that  the  ovura  while  in  utero 
develops  a  ciliated  miracidium.  The  young  forms  of  the  parasite  probably 
live  in  mollusca.  In  later  stages  of  development  they  must  reach  the  intestinal 
tract  of  man  with  raw  vegetable,  and  possibly  also  with  animal,  food. 

The  distomum  c(uijunctum,  Cobbold,  1851),  has  lieen  found,  so  far,  only 
twice,  in  individuals  in  India  who  had  succumbed  to  severe  dysentery. 

Distomum  felineum,  Rivolta,  1885,  sive  distomum  sibiricum,  Winogradoff, 
1892,  deserves  special  mention. 

According  to  its  cf>n  tract  ions,  its  length  is  8-18  mm,,  and  its  breadth 
1.5-2,5  mm.  The  parasite,  according  to  Braun,  in  fresh  condition,  is  of  a 
reddish  color,  almost  transparent,  flattened,  and  pointed  at  the  anterior  end; 
the  skin  is  not  weaponed.  The  suctorial  discs  are  of  almost  equal  size.  The 
pharynx  is  immediately  adjacent  to  the  suctorial  disc  of  the  mouth;  the 
esophagus  is  as  long  as  the  pharynx.  The  intestinal  shanks,  which  do  not 
branch  out,  extend  to  the  posterior  end  of  the  body,  and  are  filled  with  dark 
brown,  granular  masses.  The  f?gg^  are  oval,  and  have  a  lid  which  is  sharply 
defined:  the  length  is  0.02-0.03  ram,,  the  breadth  0.011-0.015  mm. 

The  parasite  Winogradoff,  which  until  1892  was  only  found  in  the  cat,  in 
that  year  was  noted  to  be  a  very  frequent  parasite  of  man,  being  present  in 


512 


THE  AXraAL  PARASITES  OF  MAN 


the  liver.  In  the  nine  cases  observed  by  Winogradoff,  deatli  was  not  due  to 
t]ie  parasites.  Yet  the  changes  produeod  by  it  are  quite  considerable,  viz., 
dilatation  and  inflamomtion  of  the  iHle-ducts,  and  foci  of  eirriiosis.  In  one 
case  lliere  were  small  pus  foei ;  juundiee  and  eonlraedon  of  tlie  liver  existed 
in  live  eases,  ascites  in  tliree;  the  liver  was  tw^iee  found  to  be  enlarged. 

Braun's  assumption  that,  owing  to  the  great  dissemination  of  dif^tnininn 
felineum  among  eats,  it  must  also  be  present  in  man.  was  soon  conlirmed, 
Askanazy  reporteil  such  a  ease  frr»m  P^ast  Piussia.  in  11)00.  It  occurred  in 
a  man  who  had  died  of  colloid  carcinoma,  which  originated  in  the  epiih<  Hum 
of  the  bile-ducts.  The  microscopical  examination  revealed  ova  iitid  about 
100  sptx'imens  of  disiomnm  felineum  in  the  regions  not  affected  hy  thi.'  tumor. 
Tlie  saou*  author  r^|>f>rleil  a  st'enn^l  ease,  also  from  Kast  Prussia. 

Askanazy  supposes  the  infection  in  man  to  be  due,  as  in  the  cat,  to  the 
consumption  of  raw,  or  only  partially  cm)ked,  fish. 

Of  great  intere^^t  is  another  trematode,  distomuni  ha^matobiutu,  Bilharz, 
lS52j  or  the  Bdharzia  hannatobiaj  Bilharz,  3  852.    The  parasites  live  sexually 

apart.     The  male  is  thicker  (up  to  1  mm.)   and 

A  j^^  ^^      shorter  (12-14  mm,)  'than  the  more  t^lender  (up 

^B         JHu       dBk\     ^^  *^'^*^  mm.)   and  longer  female  (1*1-18  mm.). 

^H         \fK^       (110/     ^^''^^'  anterior  part  of  the  itody  which  contains  the 

^V  \^        ^S/       s^if'tfirial  discs  is  flattericd.     The  posterior  part  of 

^R^        the  body  of   the  male,  by  a  turning  up  of  the 

lateral  borders,  forms  a  tube  (canal is  gynrpcopho- 

trus)  which  serves  for  tlie  reception  of  the  female. 
The  surface  of  the  nmle  is  covttred  with  small 
epiny  warts,  that  of  the  female  is  smooth.  The 
ova,  which  are  often  found  in  large  numbers  in 
the  vagina,  are  slender  and  (piite  hmg^  aliout  0.12 
mm.  long  and  iHH  mm.  broad.  They  are  pointtMl 
at  one  end,  or,  more  rarely,  snpplicHi  witli  a 
pointed  side  tooth.  The  shell  of  the  ova  ifl  thin, 
and  there  is  no  lid.  The  full  grown  parasites  are  found  in  man  in  the  portal, 
splenic  and  reual  veins,  also  in  the  venous  plexus  of  the  urinary  lil adder,  and 
in  the  reetunj.  The  ova  lie  in  small,  white  masses  in  the  varions  organs,  es|>e- 
eially  in  the  urinary  passages,  in  the  vesicula  seminal  is,  and  in  the  mucosa 
and  submuco.sa  of  the  large  intestine.  The  primary  seat  of  the  ova  is  probably 
the  vascular  system.  The  ova,  deposited  in  the  veins  whieh  are  distended  to 
small  divertjculi^  enter  the  tissues  only  after  rupture  of  the  vessels. 

The  history  of  the  development  of  the  parasite  which  occurs  mostly  and 
quite  frequently  in  Africa,  and  especially  in  Eg>7)t,  is  not  yet  clear.  We  know 
only  the  f<*l!owing:  The  ova  are  discharged  with  the  nrine.  Sometimes  empty 
sacs  of  ova  are  found  in  the  urine  synchronously  with  fn:^  embryos.  Evidently 
a  miracidium,  completely  ciliated,  escapes  from  the  ovum  in  urine  that  is 
greatly  diluted  with  w^ater  and  floats  for  some  time  in  the  water.  It  npjiears 
likely  that  thtTc  is  an  intermediate  host;  hut  all  attempts  to  infect  mollusea, 
Crustacea,  and  fl^h  have  been  fruitless.  T^os  donbts  the  transmission  by  an 
intermediate  host.    The  embryo,  in  the  opinion  of  this  author,  enters  directly 
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into  man,  and  develops  into  a  sporocyt^t  whiel^  tlirn  infects  a  patient  with 
it.s  3'oung. 

It  Um  Ijeen  assumed  that  man  becomes  infected  with  the  parasite  by  drink- 
ing infected  water.  Yet  the  observations  and  the  experimental  investigations 
of  Loos  make  this  assumption  doubtful.  Attempts  to  infuet  ninnkeyi?  by 
giving  th^'ru  infected  water  to  drink  did  not  prove  successful.  Brock  and  Locjs 
assume  that  the  parasites  gain  access  directly  through  the  skin  during  tmihing. 
Men  and  lx»3's  are  affected  much  more  frequently  tlian  women  and  girls  who 
bathe  buf  rarely.  Brock  found  that  the  newly  arrived  in  the  Transvaal  wlio 
went  bathing  were  soon  infected,  whereas  others  vvlio  did  not  bathe  remained 
free  from  the  parasite.  Ixros  rejects,  however,  the  assumj>1ion  of  Harlcy  and 
Allen  that  the  parasite  finds  entrance  into  the  body  through  the  urethra. 
The  incubation  period,  according  to  Loos,  is  four  weeks;  according  to  Brock, 
four  months. 

In  addition  to  the  parasites  at  the  points  of  predilection  in  the  vascular 
system,  autopsies  reveal  the  most  marked  changes  in  the  bladder  and  in  the 
ureters,  Tn  freshly  developed  eases  there  is  a  markiHl  catarrh  of  these  organs 
with  a  viscid,  yellowish-red  mucus  in  which,  as  also  in  the  luiieous  membrane 
itself,  numliers  of  distoma  eggs  are  found.  In  chronic  cases  the  mucous 
mcmlirane  shows  the  signs  of  a  severe  chronic  catarrh,  and  has  a  sandy  ap- 
pearance. Characteristic  excrescences,  from  the  size  of  a  pea  to  that  of  a 
bean,  nni\  having  the  appearance  of  hemorrhagic  ctebymoscs,  are  fnrunxl  in 
the  swtillen  sulmiucous  tissue.  The  excreseences  sometimes  become  encrusted, 
and  then  represent  t^tony  }M)lypi  which  are  broken  otT  and  form  the  nuclei 
of  bladder  stones.  Pyelitis,  nephritis  and  hydronephrosis  follow  in  severe 
cases.  Kartulis,  Albarran-Bernard  and  Harrison  quote  eases  from  their  expe- 
riences which  show  in  the  tissues  penncateil  with  distomata  the  tendency  to 
proliferation,  that  is,  to  fornmtion  of  carcinoma.  Not  tlie  parasites,  but  the 
ova,  cause  the  severe  irritation.  They  are  also  found  in  the  lungs^  in  the 
liver,  in  the  prostate  gland  and  in  the  mesenteric  glands. 

Clinically  we  encounter  at  first  the  nmnifestations  of  a  hematuria  asso- 
ciated with  burning  pain  in  the  urethra.  At  first  intermittent,  it  gradually 
becomes  perrmincnt.  The  characteristic  ova  are  found  very  early  in  the  urine. 
If  the  infected  individual  does  not  leave  the  country,  the  disturbance  is  aggra- 
vated by  afFfctions  of  the  renal  pelvis  and  of  tlte  kidneys.  Stones  in  the 
bladder  and  in  the  kidneys  develop  freipiently.  We  have  mentioned  the 
frendency  to  the  formation  of  carcinoma.  Cole  Madden  describes  a  papilloma 
of  the  vagina  produced  by  the  ova  of  distoma.  The  mucous  membrane  of  the 
rectum  shows  similar  polypoid  excrescences  as  the  bladder.  The  nutrition 
becomes  defective  and,  finally,  after  a  course  lasting  years,  death  occurs  with 
cachectic  manifestations.  It  seems  that  severe  cases  are  most  fn^quent  in 
Eg>T)t.  Tn  South  Africa,  after  protracted  intermittent  attacks  of  hematuria 
and  cvstitis.  the  disease  often,  at  lea^t  apparently,  ends  in  recovery.  The 
destruction  of  the  parasite  does  not  in  itself  lead  to  rwovery.  Sonsino  esti- 
mates the  duration  of  its  life  at  two  to  thn^  years.  Tf  the  changes  have  Ijeen 
very  extensive^  the  morbid  symptoms  continue  to  develop  after  the  death  of 
the  parasite. 
34 
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If  the  views  of  Ijoos  are  correct,  the  prophyhictic  measures  are  plainly 
indicated.  In  the  inftM.^tLHl  countrie.s  energetic  measures  must  be  taken  to 
prevent  llie  urine  of  iuteefed  individuals  fmm  ever  reaching  the  rivers.  The 
embryos  will  snon  perisli  in  riosed  Rwers.  The  grcatesl  preeautions  are  neces- 
sary in  regard  to  loathing,  especially  in  the  neighborhood  of  habitations  in 
which  inft'ctc<l  persons  are  living, 

A  therj|jv  directed  to  the  expulsion  of  the  woruis  will  probably  always 
reuiain  useless,  Eiforts  to  expel  them  by  turpentine  oil  or  extractnm  filicis 
maris  have  hc^»n,  according  to  t!ie  reports  of  Brock,  unsuccessful.  We  are, 
therefore,  entirely  restricted  to  syniptomatic  treatment, 

I  may  mention  another  trematode,  the 

Motioslomum  lent  is  of  A'ordmann,  1832, 

w^hich  was  once  found  in  an  extracted  lens;  this  form  is  probably  identical 
with  the  distomum  oeuli,  Ammon,  1833. 

Hexathyridium  pinguicola,  Trcutler,  1793,  and  hexathyridinm  venarum 
are  also  counted  among  the  treraatodcs. 


CESTODES 

Cestodes,  tape-worms,  have  been  known  from  antiqiiity  as  parasites  of 
man.  Following  the  dctinition  of  Leuckart,  we  understand  by  cestodes  flat- 
worm  e  without  mouth  or  intestine,  which  develop  by  generation  and  by  gem- 
mation npon  a  scolex,  and  remain  united  for  some  length  of  time  in  a  ribhon- 
like  colony. 

The  scolex,  known  under  the  name  **  head  of  the  tape- worm/'  is  supplied 
with  two  to  four  suctorial  discs,  and  generally  also  with  books  that  are  bent 
like  a  claw. 

The  head  serves  as  the  adhesion  apparatus.  Tlic  flat,  two-edged  links  of 
the  chain  (proglottides)  grow  away  from  tlie  point  of  junction.  The  smallest 
links  contain  the  ova  in  which  develop  the  emhryos  (oncospheres),  wdiieh  in 
the  hotbrioccpliali  are  ciliatetl.  Only  these,  reaching  the  outside  world,  per- 
forate llu^!  shell  of  the  ovum,  and  swarm  in  the  water  until  they  finally  reach 
an  intermediary  host.  The  ova  of  the  other  cestofh^s  emerge  into  the  outside 
world  with  the  feces,  or  still  enclosed  in  the  proglottid,  and  are  at  last  taken 
up  by  a  suitable  host.  Tlie  oncospheres,  enclosed  in  small  cysts  or  cndK^ldtMl 
in  closed  cavities  of  the  body,  develop  in  the  host  into  seolices  w^hich,  subse- 
quently, are  taken  up  by  the  actual  host  and  grow  into  tape-womis. 

The  iH'st-known  of  I  be  tape-worms  parasitic  in  man  are  the  tenia  solium, 
Rudolpbi,  1810,  and  the  tenia  saginata,  Goeze,  1782. 

1  may  forego  a  detailed  description  of  these  two  parasucs,  sinr-e  they  are 
well  knowTi.  I  sliall  only  briefly  outline  their  ditrerentio-diagnostic  cbaracs 
teristics. 

Tenia  solium  is  distinguished  hy  a  head  which  is  supplied  with  a  rostellum, 
a  double  row  of  booklets  and  four  suctorial  discs*  The  proglottides,  number- 
ing 800  to  imo.  contain  the  testicles  and  the  easily  recognizable  uterus  eon- 
Btsting  of  a  rp^^'dial  trunk  and  of  seven  to  ten  lateral  branches  upon  either 
«ide.     The  marginal  sexual  papillae  alternate  quite  regularly.     The  rounded 
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ova,  the  slidl^  of  which  are  radially  striateil,  enclose  the  oncosphere  which  is 
t^upplied  with  ^]\  liDokk^ts. 

MalfoniijitioTis  arc  rarer  than  in  the  tenia  sa^inata,  I  wis^h  to  mention 
only  the  tlnxv-ed^ed  or  prismatic  tenia  whicli  is  produced,  not  as  was  fre- 
([uently  assumed  from  a  twelve-hooked  oncosphere,  but  by  the  coaicseence  of 
two  sc(jlices  with  one*  ha  If  of  their  dorsal  surfaces,  wlicrcas  tlie  other  two 
halves  remain  free;  it  appears  that  the  dorsal  parts  of  tlie  coalescent  halves 
are  at  the  eame  time  ^eatly  retarded  in  growth. 

The  asexual  immature  form  h  the  eysticercus  cellulostr,  the  fmn  of  swine, 
whicli  h  found  priucipally  in  the  pig.  hut  also  in  other  maiumuls.  The  mode 
of  infcH'tion  of  the  pig  and  of  man  is  well  known. 

The  cystieercuB  cellulosie  occasionally  also  shows  malformations.  Such 
are  the  cystieercoa  (tenia)  acanthotrias  Weioland  and  the  cysticercus  race* 
mosus  which  is  formed  like  a  huoeli  of  grapes  and  possesses  many  branches; 
the  latter  is  found  in  the  brain  aod  in  the  lieart.  This  upsets  (according  to 
the  views  of  Iledon,  Blane!iard,  Eaillet  and  Braun)  the  hypothesig  of  a  special 
genus  of  tenia  ( cysticercus )  aeanthotrias. 

The  second  variety,  the  tenia  saginata,  is  more  rounded  aud  larger  than 
the  tenia  solium,  and  has  the  following  characteristics;  The  head  is  larger, 
the  row  of  hoiiklets  aiul  tlie  rostellum  are  absent;  the  suctorial  discs  are 
marktHlly  developed.     The  proglottides  are  supplied  with  irregularly  alter- 
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Fio.  36, — Ova  of  Tenia  Soliitm.  Fio.  37. — Ova  or  Tenia  Saginata. 

The  enlargement  ia  the  same  la  Fig.  36  and  Fig.  37. 

natin^f  sexual  papilhe;  they  show  a  uterus  with  20  to  30  or  even  more  lateral 
brant  lies;  the  sexually  uiatnre  members  wdiich  are  cast  of!  s[MUitaneously  are 
frof|uently  fonnd  witJiout  ova,  because  the  latter  have  been  discharged  prema- 
turely owing  to  a  lesion  of  the  uterus.  The  ova  are  similar  to  those  of  the  tenia 
solium  (j*ce  illustrations).  Malformations  in  the  chain  of  links  occur  more 
frequently  than  in  the  former  variety. 

Cysticercus  bo  vis,  which  is  the  yonng  form  of  this  parasite,  is  principally 
found  in  cattle.  Whereas  the  c^'sticercus  cellulosae  is  sometimes  found  in  the 
organs  of  man,  particularly  in  the  brain  and  in  the  eye,  generally  through 
antoinfetlion»  only  four  cases  have  hern  reported  in  which  the  eysticercna 
hovis  has  been  found  in  man.  It  is  prohahle,  however,  that  these  four  eases 
were  not  due  to  the  cysticercus  bo  vis  at  all,  but  to  malforuiations  of  the 
cysticercus  ccllulosa?. 

]ifan  is  considered  to  be  the  only  host  of  these  two  forms.  Deffke  sue- 
eeeded  recently,  by  feeding  the  eystict*rcus  cellulosiv  to  three  dogs,  in  obtaining 
in  two  of  the  dogs  small  specimens  of  tenia  solium.  The  delicate  specimens 
gave  the  impression  that  they  were  in  the  process  of  expnlsion. 

Tenia  solium  has  for  several  decades  t>ecome  steadilv  rarer.    This  ia  evi- 
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dontly  due  to  meat  inspection  during  wliicli,,  owing  to  its  size,  cysticercns 
celhdosiE  is  less  often  overlooked  tluin  cysticercus  bovis. 

Tenia  cueumerina,  Blocli,  1786,  sivc  eliiptica  Batseh,  1782,  is  also  well 
kno\^Ti. 

This  tape-worm  is  frequently  found  in  large  nuriiliers  in  the  dog  and  in 
the  cat.  The  small  rhomboid  head  shows  a  clulvlike  rostellum  studded  with 
about  sixty  booklets  arranged  in  four  rows.  The  cucumber-shaped  proglot- 
tides are  easily  detected  in  the  feces  of  the  dog. 

The  cysticereoid  young  form  inhabits,  according  to  Lcuckart  and  ilelni- 
koff,  the  abdominal  cavity  of  the  dog-louse,  of  the  dog- flea,  and,  more  rarely, 
of  the  human  flea.  The  habit  which  dogs  and  eats  tiave  of  .swallowing  the 
parasites  that  infest  their  hairy  skins  sufficiently  explains  the  frequency  of 
the  infection.  This  tenia  occurs  rarely  in  man,  and  is  only  observed  in  small 
cliilcbvn.  Blanebard  reported  the  infection  of  an  adult  who  always  shared 
his  resting  place  during  the  night  with  his  dog. 

Quite  as  rare,  at  least  in  Germany,  is  the  following  tenia: 

Tenia  nanu,  v.  Siehold,  1852. 

This  small  tenia,  only  2*5  cm,  long  and  0,5-0.7  mm.  broad,  is  characterized 
by  a  globular  head  su]>plied  with  a  rostellum  and  four  suctorial  discs.  The 
ro-telluni  is  cov*>red  with  a  row  of  t?*2-27  hrioklets.  The  proglottides,  amount- 
ing to  about  ^00,  are  of  an  extendc^l  ohlong  form,  the  lower  20-(»0  of  a 
yellowish  eoh>r,  well -til  Itnl  with  ova.  The  sexual  papilhu  are  all  on  one  side. 
The  ova  are  covered  with  three  structureless,  transparent  shells  which  are  far 
apart  from  each  other. 

Nothing  is  as  yet  known  regarding  the  origin  and  development  of  this 
parasite. 

Leuckart  supjKJscs  the  intermediate  hosts  to  he  insects.  Aeconling  to 
Grassi,  the  parasite  rh^velops  without  an  tntermcHliate  host,  as  dws  the  tenia 
murina  ( Dujanliri),  whieii  by  many  was  formerly  eunsidered  identical  with 
the  former.  The  anatnmical  ditTerences  between  these  teniae  were  recently 
pointed  out  by  v.  Linstow. 

The  tenijE  live  in  the  small  intestine  in  colonies,  hurrnw  their  way  fl*:*eply 
into  the  mucous  menii^rane  of  the  gut»  ^nd,  according  to  Grassi,  produce 
important  changes  in  it. 

The  jmrasite  has  been  observed  only  four  times  in  Germany,  and  in  all 
four  casi^  Cologne  appetired  to  l»e  the  infect e<l  locality.  It  may  possibly  often 
l>e  mistaken  for  the  oxyuris  vermtcularis,  owing  to  their  similarity.  The 
parasite  has  l»een  observed  in  Eg>7)t,  Hus^ia,  Servia,  Italy,  Japan  and  South 
America. 

Very  few  cases  of  the 

Tenia  fiavopundaia^  Welnlanth  1858^ 

have  hcen  reported.  Its  identity  with  tenia  diminuta»  Hudolphi.  and  tenia 
leptocei>hala  Crept,  is  established.  The  very  small  head  is  cluh-shafjed*  with 
a  rudimentary  unprotected  rostellum.  The  proglottides,  2,5-3.5  mm.  hroad» 
O.C-0.7  mm.  long,  present  in  tlieir  center,  posteriorly,  a  yellow  area  which 
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mrimpofXiAB  to  the  male  sexual  organs.  The  intermediate  hosts  are,  according 
to  Orasfii,  small  insects,  such  as  akis  spinoza^  auisolabis  unnulipes,  asopia 
farinalis,  scaiirns  striatus,  by  the  accidental  ingestion  of  which  man  may  also 
become  infected.  These  observations  were  confirmed  by  infection  experiments 
in  man  and  In  rats.  The  parasite  has  been  so  far  found  only  seven  times  in 
man,  and  almost  cxclnsivdy  in  children. 
Quite  as  rare  is  the 

Tenia  madagascariensiSf  Davaxne^  18G9, 

This  tape-worm  is  about  25-30  cm,  long,  with  about  660-700  segments. 
The  head  is  supplied  with  four  large,  circular  suctorial  discs,  and  a  rosiellum 
with  a  row  of  90  peeidiarly  formed  booklets.  The  mature  proglottides  are 
2  mm.  long,  1.4  mm.  broad-  The  sexual  openings  are  situated  on  one  side. 
Each  proglottid  contains  l:?0-ir)0  small  round  ova.  We  are  ignorant  of  the 
exact  development  of  the  para-ite  and  only  know  that  species  similar  to  this 
tenia  dwell  in  birds.  Only  live  cai^es  of  this  kind  have  been  obstTved  so  far 
in  the  tropics,  among  them  one  in  British  Guiana  (by  Daniels). 

It  appears  to  !>e  very  doubtful  whether  the  tenia  marginata,  Balsch,  178G, 
the  tenia  scrrata.  Gocze,  17H2,  and  tlic  tenia  crassicollis  Kndolphi,  1810,  or 
their  cystieerces,  have  been  observed  in  man,  Imt  five  unkno^ii  teniae  occurring 
in  man  have  been  reported,  and  have  l>een  calle<l  the 

Tenia  confu^a.  Ward,  189f5. 

Ward,  in  a  preliminary  report,  has  described  a  tenia  found  in  man.  Its 
length  was  al>oiit  five  meters.  The  end  proglottides  measured  21 -Ad  mm.,  the 
breadth  3.5-5  mm.  Tins  tenia  is  considerably  more  slender  than  the  tenia 
saginata.  Tbe  bead  has  four  suctorial  discs,  and  a  retractile  rostellum  with 
six  or  seven  rows  of  small  hookB,  those  in  tbe  front  row  being  the  largest. 


Fig.  38, 


# 


Fig,  42. 


Fig.  41. 


Fig,  39,  Fio.  40. 

Ftqs,  38-42. — Tenia  costvha  Warb.     (After  Guypr.) 

Fig.  38,  <T|  h,  c,  df  Chain  of  proglnttides.     Fig;  39,  a  and  h,  Malum  prtjjtlciltide«.     Fig,  40.  FemAlo 
aexuttl  organs.     Fig.  41 ,  Male  sexual  orgaiw.     Fig.  42,  Uvum,  of  tUe  (enia  confusa. 

The  proglottiti-ehain  is  dis^tin^iishtxl  from  tenia  solium  and  tenia  sa^'inata* 
by  continuous  longitudinal  nniscnlature^  by  the  prescnee  of  a  vesicula  seminalis 
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gmd  •  weUnkf^kpcd  nee^iMCfdum  mwMUB,  sod  <kf  m  rm^aal  plunder,    TimM 
ofmrin  tube  cpcoi  into  tbe  lalersl  waU  of  the  nteUL    Foartea  to  d^i 
IfttenU  bnodbei  UNie  from  each  ode  ot  the  utenm  but  are  ool  perpeadicnlar 
to  the  niaia  tntnk*    Tbe  yellowiih  ova  aie  of  oroid  form. 

rmia  affieoma,  «.  Xliwiov,  1900. 

The  Germao  colonial  poapoociopa  have  given  ns  the  knowled^  of  a  new 
tenia,  t.  Linjttow  described  a  laige  tenia  of  man  which  Dr.  Falleborn  found 
in  a  negro  fioldier  at  Lake  Nya^sa.  Tbe  soolex  is  unprot^ted,  and  is  smaller 
than  tbe  folloiring  chain  of  iegtnent^.  The  proglottides,  cTen  the  terminal 
ones,  which,  besides  tbe  uterus  filled  with  ova,  contain  no  other  sexual  organs,,] 
are  broader  than  tbc^  are  long.  The  uterus  consii»ts  of  a  longitudinal  trur 
eitendtng  in  an  antero- posterior  direction  with  15-24  transTcrse  branches  on^ 
either  nifk*  which  radiate  toward  the  center.  The  interior  organization  ia 
dilfereDt  from  that  of  tenia  gaginata  in  all  essen- 
tial pointa.  The  aoctorial  discs  are  enclosed  by 
nmndfxl  projections  from  which  raja  extend  to  the 
periphery. 


o 
Fio.  43. 


\  Sctpnent  chftinKi  of  the  i^nin  africana;  f,  acotex  from  the  vertieal  plane;  f,  lunien 
of  a  suctorial  dij*c,     (After  v.  Linstow,) 


The  I<*ri^th  of  the  throf*  frajmionts  of  a  t<^nia  wji-i  1,3' o  mm,;  whereas  the 
Br^nneiitH  of  the  tenia  africana  wlueh  are  two  nini,  long  show  full  maturity; 
tlierr  im  no  trace  of  sexual  orf^aus  in  the  segments  of  tlie  tenia  sa^inata  which 
are  WAVy  tnrr».  long  and  5.81  Jiini.  bruad.  The  ova  are  ovoid»  0.04L*  mm,  long 
aud  0.034  mm.  broad. 

Tenui  asxaiica^  r.  Limiow,  1901. 

von  Lmstow  recently  degcrihed  a  tenia  of  man  which  was  found  by  Anger 
in  AHcliaitad.  Tlie  ^prcimen  is  *19H  mm.  Ion*,';  the  segments  are  broader  than 
they  an'  f<irjg  and  fbeir  chain  U  narrow.  The  foremost  pr*>glat tides  have  a 
breadlli  of  only  <M';  mm.  with  a  length  that  cannot  be  Cfitimated,  Later  they 
inerertM<*  in  bread! b  from  n/»T-L7H,  and  in  lengfh  gradually  to  <X99  mm.  The 
poHterior  lK»rd(»r  of  I  lie  segments  slightly  overlaps  tlie  lieginning  of  the  follow- 
ing one.  Seven  Imnilreil  and  fifty  progloHides  were  present;  the  scolex  wa^ 
abKent.  The  ft»rmalion  of  the  uterus,  as  well  as  that  of  the  othcT  ftexual 
organ*!,  sugges^ts  that  this  variety  belongs  to  the  ienia  madagascariensis. 
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Eecently,  in  the  Ceniralhlati  /.  Bact  und  ParasiL,  1902,  Band  xxxi,  page 
770,  V.  Linstow  described  a 

Tenia  hominis  n,  spr^ 

in  the  colleetion  of  helminthes  of  the  Miisde  zoologiquc  de  l'Acad6mie  Im- 

p6rial  dee  sciences  de  St.  Petersbonrg.    This  tenia  was  found  by  Anger  in  a 

girl  in  Aschahad. 

The  seolex  was  '^.01  mm.  hiiig,  1.34  mm.  broad.     The  vertex  containLMl  a 

rmlimentary  but  not  prominent  rostellum^  0.24  mm.  long,  entering  deeply 

into  the  seolex;  without  hooks. 
The  lumen  of  the  suctorial 
dises  extended  a utt^ro- posteri- 
orly, so  that  they  formed 
regular  circles  upon  cro^s  sec- 
tions. A  ring-sluiped  promi- 
nence was  noted  behind  the 
suctorial  discs. 


A  B  €'  D 

Fio.  44. — Tenia  asiatica.     (After  v.  Linstow.) 
4|  Tenia  asiatica,  natural  »ize;  B  and  C,  schematic  cross  sections:  B,  with  malej  C,  with  fpniale, 
Bcxual  organs;   g^  vessel;   n^  nerve;   A,  testicles;  fa,  vas  tk'ftTerifl;  e,  cirrus  bag;  i>,  ovary; 
d,  yolk  sac;  r,  rcceptaculum  aeminis;  v^  vagina;  Df  cross  section  tlvough  a  segment  with 
I  of  ova. 


The  chain  of  the  proglottides  was  TO  mm.  long,  1.11  miu.  broad  behind 
the  seolex,  1.97  mm.  poi?teriorly.     The  sexual  organs  were  not  developetl. 

Ht/menolepi^  [drepnnUotwrna}  lance otnia^  Bloch, 

a  para.^ite  fotmd  in  many  water-fowl,  w*as  re- 
cently expelled  in  two  speeimenB  by  a  boy  twelve 
years  olrL  The  seolex  w^as  not  found.  The 
length  of  the  tenia  is  85-99  mm.,  its  greatest 
breadth  Ijehind  the  center  of  the  bmly  length  is 
8.5-12  mm.  The  proglottides  are  all  con^-^ider- 
ably  broader  than  long.  The  leaf-like  thin  stro- 
bila  slightly  tapers  toward  the  anterior  end; 
posteriorly  it  extend.^  in  uniform  breadth  mn}  its 
termination  is  rounded.  The  ova  pos^es.K  the 
shells  wliiuh  are  eharaeteristie  of  the  genus  hy* 
menolepis,  being  far  apart  from  each  other. 

This    parasite    uses,    as    intermediate    hosts,    Fig.  45.--CERcocyaT  from  Ctf- 
frcsh  water  crabs ;  the  cercoeysts  are  found  espe*      binotus  Incungruens,  looo. 
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cially  in  the  cjclops  sermlatua,  Fischer,  and  diaptomtis  gpinosus^  Dadaj;  and 
since  these  are  frequently  found  in  stagnant  waters,  the  occurrence  of  the 

parasite  in   geese  and  ducks  is  quite 

natural.     The  crabs,  which  are  often 

m  jxi  difficult  to  recognize,  occasionally  mi- 

W  j^B^^  grate  with  the  drinking-water  into  the 

I  M^^^^^       intestinal  canal  of  man;  the  cercocvst 

^^  m  m^^^^^^      inhatuting  the  crabg  develops  into  hy* 

^^  m  ^^^^^|V      menoiepid  lanceolata. 


Fio.  46»  —  Hymitno- 

LEFI8  LaNCCOLATA, 

llt-ocii.      Enlarged 
nhou.  t  i  wen  ty  timea . 


Fio.  47. Head,  ^f"*  48.— Pboolottip  of  HmENOLEPift. 

Greatlt    En-       This  preparation  I  owe  to  the  kindness  of  Pro* 
LAROED.  feraor  W.  Muller  of  Grcifswald. 


The  most  familiar  of  the  bothriocephali  is  the 

Bothrifjcepkalm  latus,  Bremser^  1819. 

TlitB  broad  Ixvtlirioccphahis,  callctl  also  the  pit-head,  meafiures  5-J)  meters 
and  h  the  longest  tsipo-worni  of  man.  The  chili-shapcrl  head  j^linws  on  its 
lateral  border  on  each  tiide  an  elongated,  glit-like  pit.  The  individual  pro- 
glottides, 3J)00  to  4,2W  ill  number,  are  remarkaldy  broad  in  proportion  to 
their  length.  A  grayish-blue  centerpiece  of  rosette-like  form  horden^l  by 
two  narrower  bands  m  flistinctly  vij^ible  upon  both  surfaet^s.  On  the  ventral 
surface  are  llie  male  sexual  o|M'ning  and  the  month  of  the  vagina.  The 
mature  ova  are  ovoid  in  form  and  surmuuded  !iy  a  brownish  shell  w^ilh  a  lirK 
The  ova  are  rurely  found  in  the  last  mature  Bcgments  of  the  clmin.  Large 
nund>ers  of  proglottides  are  often  expeUed  at  once.  They  are  voided  with  the 
f(*ee8,  having  bwu  previously  discharged  from  the  uterus.  If  the  ova  reach 
the?  water,  ciliated  einhryos  develop  within  them,  whieli  slip  froui  the  shell 
of  the  ova  and  float  for  some  time  In  the  water.  The  cilia  fed  covering  perhaps 
seeks  the  intermediary  ha^t,  which,  as  we  learn  from  Braun's  brilliant  investi- 
gations, was  found  to  l>e  the  pike  (esox  lueius),  the  burbot  (hita  vulgaris), 
the  perch  ( piTca  fluviatilis),  tlie  truthi  vulgaris  and  bieustris,  the  tbymallus 
vulgtiris,  and  the  oneborbynchus  Perryi.  It  is  still  undei^ided  whether  tliis 
list  exhausts  the  number  of  intermediate  hosts. 

The  yonng  of  the  hothriocephalus,  plerocercoides,  dwell  encapsulated  in 
various  parts  of  the  intestines  and  of  the  musculature,  and  usually  in  large 
nundxTs. 

Botbrioeepbali  have  been  cultivateil  by  feeding  experimentB  with  plero- 
cercoides in  the  dog,  the  cat,  and  also  in  man. 

The  transmission  f)f  the  parasite  undoul*tedly  occurs  by  means  of  fish.  It 
takes  phiee  freijuently  in  infeeted  districts  where  fish  are  eaten  raw.  half 
Ci»oked,  or  after  any  other  moile  of  preparation  which  does  not  etfect  a  destruc 
tion  of  the  ova.  It  is  remarkable  that  living  ova  have  been  demonstrated 
even  in  fish  that  were  frozen  stiff. 
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The  geographical  distribution  of  the  botbriocephalus  is  a  limited  one.  It 
has  been  fret^iiently  noted  iu  the  Hussijin  Biillic  provinees,  in  ttie  northeastern 
part  of  Swctlen,  in  Denmark,  East  Prussia,  Russia  and  Poland,  Its  presence 
has  also  been  detcruiioed  in  the  eoast  districts  of  Belgium,  Holland,  northern 
France,  and  in  Ireland.  ]t  is  remarkably  common  in  the  western  parts  of 
SwitztTlancl,  on  tbt*  shores  of  Lake  (tcneva  and  T-^ake  Xeufcbntel,  and  in  those 
parts  of  France  and  Italy  bordering  upon  Switzerland.  The  parasite  is  often 
seen  in  Japan.  It  is  found  sporadically  in  Germany,  in  Rhenish  Hesse,  Berlin, 
Kuremberg,  Munich  and  Greifswald.  and  has  been  found  in  North  America* 

Of  the  other  bothrioeephali  we  lind  in  man  the 

Boihriocephalus  cordatus,  Lenckart,  1862. 

This  variety  is  characterized  by  a  short,  broad,  heart-shaped  head  which  is 
supplied  M'ith  two  snelorial  disedike  pits.  The  parasite  which  is  chiefly  found 
in  various  nninimals  in  Greenland  and  in  Iceland  is  occasionaliy  also  noted 
in  man* 

The  tape- worm  described  as 

Bothriocephulm  crislatuSj  Davaine,  1874, 

may  pnssibly  represent  only  another  form  of  the  bothriocephalus  iatus.     Its 
head  is  ebsiracterizc^i  by  two  extremely  long,  helmct-Hke  points. 
Of  another  variety  of  l_>othriocephalus, 

Bothriocephalm  Mansoni,  Cobboldj  1883, 

only  pleroeercoides  have  as  yet  Ikhti  ol>served,  and  these  apparently  wander  in 
the  body  of  man.  They  linnlly  reach  the  skin,  and  there  cjruse  abscess  forma- 
tions, or  they  enter  the  uriimry  passages  wlieme  tlu*y  are  discharged  wilh  the 
urine, 

Bothriocephalus  gmndUy  Blanch ard^  1804. 

Ijima  and  Kurimoto  have  observed  a  bothriocephahis  previously  unknown, 
which  lacks  a  head  portion.    It  measures  in  breadth,  anteriorly,  1,5  mm.,  pos- 


Fro,  49.^BoTHRiocEPHALUS  Ghandis,     pROGi-OTTifj  AND  OvTM*     (Allor  Ijiiua  ainl  Kufimoto.) 


teriorly,  25  mm.  The  proglottides  are  extremely  sliort.  and  are  supplied  with 
a  donl>le  genital  apparatus. 

The  ventral  surface  eontains  the  genital  pori,  anteriorly  the  mouth  of  the 
eirrus  and  that  of  fbr  vagina,  liehind  these  that  of  the  uterus.  The  ova  possess 
a  lid.  are  tldek-sbelled  and  lirown :  their  length  is  0.0(13  mm.,  their  hrradth, 
0.048  mm.    They  contain  a  mulberrv-like  mass  of  tine  globules. 

There  can  be  no  doubt  that  parasites  infect  some  persons  in  whom  no 
deleterious  inilucnce  upon  the  health  is  manifest.    The  patients  in  such  cases 
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are  often  cuiaware  of  the  presence  of  their  guest  until  they  note  the  discharge 
of  progiottide:i(.  The  dii^tresging  thought  of  being  the  host  of  such  a  guest 
COLUMN  the  carrier:*  of  the  parasite  to  seek  medical  aid.  Strong,  robust  persons, 
owing  to  their  gorid  coastitution,  are  often  uninjured  by  the  parasite.  A  weak 
con^itituti^in  and  seni^ibilitr,  or  other  factors  which  are  especially  the  cause  of 
disintegration  of  the  blood  leading  to  pernicious  anemia,  will  produce  symp- 
tomii  in  the  afTected  indlTiduals,  sometimes  even  the  most  severe  morbid 
phenomena. 

There  are  patients  who  harbor  the  parasite  for  years  without  presenting 
the  dighte^it  sign  of  helminthiasis.  On  the  other  hand,  in  sensitive  persons  ' 
the  symptoms  may  be  numerous.  In  all  cases  the  most  positive  indication  is 
the  passage  of  segments  of  the  wormy  which  occurs  at  times  spontaneously, 
at  other  times  with  the  feces.  With  tenia  saginata  the  spontaneous  discharge 
of  proglottides  appears  to  be  more  frequent  than  with  tenia  solium.  In  the 
case  of  the  l>othriocephalus  segments  in  chains  amoimting  to  several  meters  in 
length  are  passed. 

Not  infrcfjuently  the  ingestion  of  very  salty  food,  of  blueberries,  straw- 
terries,  salad,  or  of  alcoholic  drinks,  causes  the  passage  of  segments.  In  very 
rare  cases,  proglottides  are  vomited.  By  reason  of  abnormal  protrusion  of  the 
intestines  or  of  the  pelvic  organs  from  the  abdominal  coverings,  proglottides 
occasionally  appear  externally. 

Besides  these  symptoms  the  microscopic  examination  of  the  feces  is  of 
especial  importance  in  the  diagnosis.  This  should  never  be  neglected  if  the 
presence  of  tape- worm  is  suspected.  Very  frequently  by  careful,  oft  repeated 
examinations  of  fecal  masses  indistinct  symptoms  on  the  part  of  the  digestive 
apparatus,  of  the  nervous  system,  or  of  the  general  nutrition,  have  been  ex- 
plained,-and  treatment  directed  into  the  proper  channels.  As  the  uterus  of 
the  tenia  has  no  exit,  the  eggs  can  only  find  egress  when  the  uterus  of  the 
mature  proglottid  is  injured.  In  the  case  of  tenia  saginata,  discharge  of 
the  eggs  is  almost  the  rule.  The  proglottides  which  are  discharged  are  usually 
without  eggs.  The  ova  of  the  bothriocephalus  are  extruded  into  the  feces  from 
the  uterus  which  has  an  external  mouth.  These  may  readily  be  differentiated 
from  tlu;  eggs  of  tenije,  whereas  the  eggs  of  tenia  saginata  and  tenia  solium 
only  differ  by  their  variation  in  size. 

H<»si(lcs  th<»  ova,  Charcot- Robin's  crystals  are  found  in  the  feces  as  in  the 
cas<»  of  oth('r  helminthiases. 

Wliercns  the  passage  of  ova  and  proglottides  is  the  most  positive,  and 
occasionally  tin*  only,  symptom  of  an  existing  ta])e-wonn,  the  other  symptoms 
of  tenia  jHTniit  us  to  recognize  the  presence  of  a  tape-worm  with  but  slight 
prohahility.  In  sonn?  ])atients  tliere  are  distnrhancrs  of  the  digestive  apparatus. 
I  shall  only  mention  here  pyrosis,  bulimia,  nausea,  a  longing  for  spicy  food, 
etc.,  symptoms  which,  as  is  well  known,  are  ^^rossly  exaggeratwl  in  the  pam- 
phlrls  of  (|uacks  to  attract  the  attention  of  patients.  In  others  there  are 
colicky  pains  which  are  occasionally  more  severe  after  taking  sour  food,  and 
l)ctt<-r  aftrr  fluids.  It  is  evident  that  the  ta})c-worm  acts  as  a  foreign  body 
in  ihr  intrstinal  canal,  and  may  exert  a  powerful  irritation  in  the  region  it 
inhal»its.     Prohahly  the  liooklets  which  some  tenia*  possess  may  share  in  this 
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irritant  action.  If  the  tape-worm  is  only  seen  after  it  has  been  expelled,  or 
after  it  has  clied^  it  is  difficult  to  understand  what  energy  and  motility  the 
parasite  possesses  under  normal  circumstances  in  the  warm  intestine  of  its 
host,  and  liow  greatly  it  may  irritate  the  intestinal  mucous  membrane.  This 
may  be  noted  sometimes  as  pain,  at  other  times  as  a  digestive  disturbance. 
Intestinal  catarrh,  constipation,  marked  irregularity  of  the  bowels  are,  in 
fact,  very  frequent  accompaniments  of  tape-worm  disease.  We  have  repeat- 
edly noted  the  disappearance  of  all  these  symptoms  after  the  removal  of  the 
parasite. 

Besides  these  local  symptoms,  in  a  number  of  patients  suffering  from 
tape- worm  there  are  also  general  phenomena  and  so-called  reflex  symptoms, 
existing  alone  or  together  with  the  gastric  phenomena.  It  is  qnite  certain 
that  formerly  in  investigating  these  symptoms,  as  the  result  of  incorrect  views 
and  on  account  of  erroneous  pathological  deductions,  diagnoses  have  been 
made  which  would  not  bear  strict  critical  analysis.  To  deny  them  utterly 
would,  however,  not  be  correct.  There  are  to  be  mentioned:  Vertigo,  and 
attacks  of  syncope,  headache,  stubborn  singultus,  pupillary  differences,  rapid 
change  of  color  in  the  face,  pruritus,  spasmotlie  attacks  which  occasionally 
have  the  characteristics  of  epilepsy.  According  to  the  observations  of  Grassi, 
in  the  case  of  tenia  nana  epileptic  attacks  are  especially  frequent.  In  deciding 
upon  the  connection  of  phenomena  of  this  kind,  it  will  aid  us  in  every  case 
to  note  whether  they  persist  after  the  disappearance  of  the  worm^  and  are 
therefore  to  be  looked  upon  as  a  purely  reflex  condition.  If  this  be  the  case 
they  are,  of  course,  only  an  accidental  complication. 

How  far  the  symptoms  on  the  part  of  the  nervous  system  are  to  be  regarded 
as  reflex,  cannot  always  be  immediately  decided.  We  must  first  exclude  those 
cases  in  which  cysticercus  invasion  has  to  be  considered,  as  in  the  case  of  tenia 
solium.  We  know  positively  from  autopsies  that  the  brain  is  the  seat  by  pref- 
erence of  cysticerci.  On  the  contrary,  it  must  be  questioned  whether  the 
central  nervous  organs  are  not  under  the  influence  of  toxic  substances  produced 
by  the  parasite.  It  is  more  than  likely  that  these  animal  parasites  engender 
toxic  products  which  have  a  particularly  deleterious  effect  upon  the  nervous 
system  as  well  as  upon  blood  formation. 

Reyher,  Eunebcrg,  Schapiro,  Dchio  and  others  have  called  attention  to  the 
fact  that  the  severe  anemic  conditions  occurring  in  persons  afftTted  with 
the  bothriocephalus  may  assume  the  character  of  pernicious  anemia  and  run 
a  course  as  such.  These  symptoms  may  certainly  be  referred  to  the  presence 
of  the  parasite.  There  is  no  longer  any  doubt  of  the  etiologic  connection. 
The  circumstance  that  the  majority  of  infected  persons  are  not  anemic  sug- 
gests the  thougtit  that  tbe  poison  is  found  only  under  spwial  circumstances 
as,  for  instance,  the  illness  or  death  of  the  worm,  or  the  presence  of  the  para- 
site for  a  considerable  time.  Lately  Schaumann  and  Talqvist  fed  dogs  with 
segTuents  of  the  bothriocephalus  taken  from  a  case  of  pernieimis  anemia,  and 
produced  imrloiilited  dissolution  of  bh^ml  in  the  dng.  The  forms  of  bothrio- 
cephalus which  do  not  produce  anemia  also  contain  the  hematogenous  poison. 
Occasionally  this  is  present  in  other  tenia?.  Eisenlohr  soon  effected  a  cure  of 
a  case  of  severe  anemia  by  expulsion  of  a  tenia  saginata. 
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In  conclusion  I  most  mention  the  fact  that  persons  who  have  previously 
been  the  hosts  of  parasites,  and  even  persons  wlio  have  never  been  afTected 
by  tape-worm,  Init  who  have  read  or  heard  of  the  symptooi8  of  liehninthiasig, 
occasionally  suffer  from  kypockondria  vermlnosa  or  teniaphohia.  Nervous 
disturbances  which  appear  incidentally  are  referred  to  the  presence  of  a  tape- 
worm. That  hysterical  or  hypochondriacal  individuals  arc  particularly  pre- 
disposed to  these  conditions  is  so  obvious  that  it  need  not  be  especially  dwelt 
upon. 

On  account  of  the  great  numl>er  of  local  and  general  symptoms  caused  by 
the  presence  of  this  parasite,  eonsideral>le  experience  must  liave  been  acqniicd 
to  make  one  susjject  the  pres<'nce  of  a  tape-worm.  Certain  symptoms  which 
are  oeca.>ionally  |>refient  in  helrnintliiasis  arouse  this  suspicion.  Anionor  these 
are  the  complaints  that  the  symptoms  are  most  distressing  when  the  stomach 
is  cmpty»  and  that  the  disturbances  are  less  on  taking  sweet  food,  but  are 
increasiul  hy  saltv  or  acid  fond.  However,  I  never  bi'gin  a  tape-w^orm  treat- 
ment until  after  the  presence  of  the  parasite  has  l>een  proven  by  the  passage 
of  proglottides  or  the  eggs  in  the  feces.  In  examining  these  t!ie  physician 
must  be  careful  not  to  con  foil  tuI  remnants  of  undigestcHl  food,  mucus  casts^ 
and  shreds  of  tendons,  often  mistaken  by  thi'  laity  for  proglottides,  and  thus 
make  an  erroneous  diagnosis.  Dry  proglottides  after  \mng  soaked  in  w^ater 
soon  assume  their  characteristic  form.  As  a  ndc,  the  microscopic  determina- 
tion of  the  v^^^yi  of  the  tenia  enable  us  to  make  the  diagnosis  earlier  and 
with  greater  certainty  than  by  the  macroscopic  proglottides.  The  encapsulated 
eggs  f)f  the  hnlbrion^phahis  are  rea<lily  recognized,  Init,  as  has  already  been 
mentioned,  the  ditfercnf iation  between  the  eggs  of  tenia  solium  and  tenia 
saginata  is  more  difficult. 

To  recognize  from  the  shape  of  the  proglottid  which  %^ariety  is  present 
it  is  advisable  to  fix  tbis  hetwe*m  two  glass  slides.  The  proglottid  of  the 
tenia  solimti  is  more  delicate  and  more  transparent  than  the  tougher  segments 
of  the  tenia  sagiuata.  In  the  fi>rrner  the  structure  of  tbe  branching  uterus 
is  more  plump,  the  number  of  lateral  twigs  only  amounts  to  from  7  to  1«», 
while  tbe  uterus  of  tbe  tenia  saginata  shows  from  20  to  50  and  more  lateral 
twigs.  For  the  recognition  of  the  less  frequent  parasites  special  text-book^ 
on  the  subject  must  be  consulted. 

PROGNOSIS 

The  prognosis  is  generally  favorable.  Even  in  cases  of  severe  bothrioceph- 
aius  anemia  cure  has  generally  taken  place  after  the  removal  of  the  parasite. 
Parasitism  wnth  tbe  tenia  solium  necessitates  special  care  on  account  of  the 
dtxnger  of  aiitoinfe<:"tion  with  the  h<>oklels.  It  is  particularly  apt  to  occur 
from  the  appearance  of  ripe  proglottides  in  the  stomach  as  the  result  of  anti- 
peristaltic movements.  Prolonged  presence  of  the  proglottides  in  the  stomach 
explains  why*  in  some  persons,  the  eysiicercus  is  found  with  such  extraordi- 
nary freepicncy  in  tbe  l>rain  and  in  tbe  musculature.  Even  in  the  eye  occa- 
sionally more  tluin  one  cysticcrcys  is  found.  The  host  of  tbe  tenia  solium 
is  also  a  certain  menace  to  those  about  him.  By  insntliricnt  clean hnc8«, 
by  carelesij  handling  of   (hL*  proglottides   which   have   been   passed,  and   by 
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fonttict  with  fceal  massies,  the  possessor  of  a  tenia  solium  may  sproarl   the 
infection. 

THERAPY 

Prophylactic  measures  are  based  on  the  history  of  the  development  of  thc-^e 
parasites.  In  the  first  place  Hie  spread  of  cysticercus  disease  among  animals 
used  for  f(X)d  must  he  prevented,  and  not  only  the  tajie-worms  which  are 
voided,  but  also  the  feces  of  the  patient  with  tape- worm  disease  should  be 
effectually  destroyed,  best  by  fire.  All  who  harbor  tlie  parasites  should  he 
plactN:]  under  treatment  as  soon  as  possible,  particularly  sneb  persons  as  come 
in  contact  with  animals  used  for  food.  The  patients  must  be  instructed 
never  to  defecate  iu  the  open  air. 

The  dissemination  of  tape- worm  is  actively  combated  hy  the  erecHon  of 
abattoirs  and  the  introduction  of  compulsory  meat  inspection.  It  is  true  this 
protection  is  not  absolute,  for  even  with  exj>erieucecl  meat  inspectors  some 
cysticerei  which  are  deeply  hidden  in  the  muscles  may  lie  overlooked.  I  refer 
particularly  to  the  small  cysticerei  which  are  few  in  TUimber,  as  in  the  case 
of  the  tenia  saginata.  Cleanliness  in  the  kitchen  and  in  the  household,  espe- 
cially in  handlinij  raw  meat,  is  absolutely  necessary.  Vessels  in  which  raw 
meat  is  kept  should  not  be  used  for  other  fof>d  substances.  Thorough  boiling 
kills  the  cystieercus  as  well  as  corning,  with  or  without  suhse(]uent  smoking. 
The  process  of  smoking,  alone,  by  no  means  prevents  the  development  of  the 
cysticerei.  The  heat  in  the  inner  parts  of  the  meat  to  he  smoked  certainly 
does  not  reach  50^  C.  and  an  absolute  protection  is  therefore  not  obtained. 

The  reuioval  of  the  tape- worm  in  delicate  ebildreu,  in  the  aged,  during  the 
course  of  acute  diseases,  particularly  severe  intestinal  disciises,  and  during 
menstruation  and  pregnancy,  is  usually  eontraindicatcd. 

I  carry  out  the  treatment  in  the  course  of  a  day  in  which  I  may  personally 
superintend  it.  For  a  long  time  the  actual  treatment  is  prect?iied  by  a  prepara- 
tory one.  1  have  !ieen  unable  to  convince  myself  of  the  value  of  a  prolongixl 
preparation.  On  the  day  before  the  treatment  is  begun,  I  give  milk,  and 
prohibit  food  containing  sugar,  so  that  the  worm  will  have  no  favorable  nutri- 
tive material.  After  the  midday  meal,  if  at  all  possible,  T  give  only  colTw; 
in  the  evening,  bouillon,  eggs,  a  little  wheat  bread,  {>crhaps  some  t(h\  wine 
diluted  with  water.  At  night  the  patient  is  given  a  tablcspoonful  of  castor 
oil  or  an  enema. 

Among  numerous  vermifuges,  which  I  do  not  intend  to  enumerate  here, 
I  prefer  radix  til  ices  or  the  ethereal  extract  of  male  fern,  and  order  extr. 
til.  mar.  a4h.  5.0-G.0-7.5-10.0,  s>t.  simpl  10.0,  M.D.S.,  to  be  taken  within 
ten  minutes.  Children  rceeive  a  correspondingly  smaller  dose.  The  tape-worm 
is  to  be  stupetled  by  the  remedy,  and  to  be  subsequently  exposcfl  to  its  action. 
If  nausea  or  vomiting  occur,  I  give  small  pellets  of  ice,  some  hrantly,  or  a 
little  lemonade.  T  am  also  quite  fond  of  employing  Hclfenhorg's  Tape-worm 
RemiHly,  which  consists  in  the  administration  of  eight  capsules  that  contain 
one  gram  of  fil.  mar.  and  2  grams  of  castor  oil.  According  to  the  patient, 
I  give  6  or  H  capsules  at  once,  and,  after  an  hour,  7  capsules  which  contain  the 
castor  oil     I  will  briefly  describe  my  method  of  treatment. 
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The  pationt  is  required  to  go  to  be<L  A  berl-piin,  irrigator,  lu^wam 
water  and  a  Ijlack  pu>i  basin  are  to  be  ready  ai  liand.  The  remedy  must  be 
given  in  tlie  morning  before  food  is  taken.  To  prevent  naut^ea  and  voniitin^, 
small  pellets  of  ice,  brandy,  or  lemonade  are  taken.  After  an  hour,  one  or 
two  tables|WKmful8  of  castor  oil  are  a(lniiiiisfrreib  If,  after  one  or  two  hour^f 
the  worm  lias  not  been  passed,  an  attempt  should  l>e  made  l>y  the  mjiH:*tinn  of 
a  large  amount  of  hikewann  water  into  the  rcetum,  to  expel  the  parasite,  which, 
very  frequently,  has  only  been  stunned.  These  injections  are  absolutely  nece- 
ssary if  large  portions  of  the  parasite  are  passed,  as  they  readily  break  upon 
manual  extraetion.  If  the  bead  of  the  worm  remain  in  the  intestine,  an 
attempt  Tiiust  be  made  to  expel  this  by  the  injection  of  a  larger  amount  of  J 
w^ater.  " 

This  treatment  may  he  regarded  as  successful  when  the  head,  or,  more  cor- 
rec!tly,  the  heads,  have  been  found.  The  search  for  the  head,  which  is  often 
detached,  is  facilitated  by  jjlaeing  the  w^orm  w4iieh  has  hetm  passed  in  the  flat 
black  basin.  In  spite  of  the  greatest  vigilance,  it  is  occasionally  impossible  to 
fmd  the  head.  The  result  of  the  treatment  is  then  questionable.  It  should, 
however,  only  |je  repeated  if,  after  eight  to  ten  weeks,  new  proglottides  are 
passed,  showing  that  the  previous  treatment  has  been  unsuccessful. 

ECHINOCOCCUS   DISEASE 

Echinoeoccus  disease  in  thv  human  subject  is  of  increasing  importance, 
many  eases  having  come  under  observation,  I  shall  here  consider  the  subject 
aB  briefly  as  is  consistent  with  accuracy. 

The  echinoeoccus  polymorphus  is  the  encysted  eysticercus  of  the  tenia 
echinoeoccus  discovered  by  v.   Siehold  in   1853,  and  is  fomul  chiefly  in  the 
small  intestine  of  the  dog,  the  jackal  and  the  wolf.     The  assumption  that  the 
fox  also  may  be  a  carrier  and  distributer  of  the  tenia  echinoeoccus  has  not  yet  j 
l>een  proven. 

The  tai>e-worm  has  a  leugth  of  from  4  to  5  mm.  The  head  is  armed  with 
a  rostellnm  and  a  double  row  of  booklets.  The  number  af  joints  is  only  three; 
imjnediately  after  the  last  joint  is  des^|uamated  a  new  portion  forms.  The 
last  joint,  which  contains  the  mature  eggs,  comprises  almost  two-thirds  of  the 
entire  length  of  Ihe  wonn ;  it  is  of  extremely  delicate  texture,  and  is  ea&ily 
laci^ratcd. 

II  parts  of  the  infective  proglottides  reach  the  stomach  of  man  and  of  cer- 
tain animals,  the  tissue  of  these  undergoes  digestion  by  the  gastric  juice^  but 
the  eggs  which  have  been  set  free  are  not  digested,  nor  is  the  embryo.  This 
has  six  tiooklets  wliich,  emerging  from  the  e^g,  penetrate  the  intestinal  walU 
and  thence  in  a  more  or  less  direct  way  reach  the  point  where  they  later  develop. 
It  is  quite  probable  that  many  of  the  eggs  and  embryos  perish  on  account  of  ; 
the  digestive  power  of  the  gastric  juice,  and  are  eliminated  with  the  fecat 
masses,  for,  otherwise,  multiple  ec?hinococci  wonld  not  l>e  so  exceaiingly  rare 
—much  rarer  than  the  solitary  form.  According  to  van  Bcneden  and  lA^tick- 
art,  the  embryos  forcibly  penetrate  the  walls  of  the  intestine,  and  tlnally  reach 
the  Idood  and  Ij^iph-vessels,  in  which  they  are  carried  onward.     The  fact  that 
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they  brwd  in  the  capillaries  of  the  portal  circulation  explains  the  frequent 
iinjilicatiun  of  tlic  liver.  Often  the  embryos  lodge  porniani'ntly  in  the  mesen- 
teric glands.  Others,  by  means  of  the  lyrnph- vessels,  or  by  various  avenues 
of  communication,  invade  the  peritoneal  and  pleura!  cavities;  others  enter  the 
thoracic  duct»  thence  find  their  way  into  the  jug^ular  vein  and  to  the  ri|?bt 
heart,  and  are  retained  in  the  lung  or  are  distributed  to  near  or  even  distant 
orpins. 

After  the  echinoeoccus  embryo  has  reached  its  destination  it  develops  very 
slowly;  we  would  digress  too  far  if  we  deseribi^  the  individnal  phases  of  its 
development. 

After  the  lapse  of  weeks  or  months,  wo  again  find  the  echinoeoccus  in  a 
round  white  cyst  which  gFadually  increases  in  size.  Its  walls  are  composeil 
of  a  cliaracteristically  layered  cuticula  and  a  parenchymatous  layer.  After  a 
certain  time  the  latter  shows  upon  its  inner  surface  the  so-called  breeding 
capsules,  wbich  hang  upon  a  short  pt?dicle  from  the  parenchymatous  layer,  and 
are  surrounded  bj  a  transparent  fluid  not  coniHinituj  albumin.  Some  of  the 
bretNling  capsules  develop  internally,  some  externally, 
producing  eciiinococcui^  keads^  the  bo-callvd  scoliees. 


Fio.  50, — Tenia  Echinococctts» 
Greatly  enlarged. 


Fto.  51. — Heap  of  ttie  Echinococcus: 
a,  with  projected p  and  b,  with  retracted,  bend* 


In  many  cases  daughter-cysts  are  formed.  These  originate  from  embryos 
which  probably  represent  original  parts  of  the  parenchymatous  layer,  hut  have 
remainetl  intralameltar.  They  lead  to  cyst  formation  surrounded  by  its  own 
cuticula,  tiradually  bulging  inward,  they  finally  reach  the  cyst  cavity.  We 
then  speak  of  echinoeoccus  hydatidosus  or  endogenus.  This  endogenous 
daughter-cyst  development  is  opposed  by  the  exogenous^  which  occurs  mostly 
among  otir  animals  used. for  food,  but  may  even  occur  in  man.  The  dauglitcr- 
cysts  may  later  form  other  cysts.  The  contents  of  the  cyst  are  colorless  and 
clear,  or  slightly  opalescent.  The  fluid  contains  albumins  which  are  not  pre- 
cipitated hy  boiling,  also  common  salt^  succinic  acid  and  sugar;  occasionally 
inosife,  leucin  and  tyrosin. 

The  echinoeoccus  cyst  at  any  stage  of  its  development  may  l>ecome  sterile: 
i.e.,  the  formation  of  scolices  (acephalocysts)  ceases.  Not  rarely  tlie  echino- 
eoccus worm  bccrmies  diseased  and  dies.  The  fluid  becomes  turbid,  the  walls 
of  the  cyst  collapse,  the  parenchymatous  layer  softens  and  fatty  degeneration 
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takes  place.  The  head  falls  of.  is  partlj  destrojed  or  undefgoe?  more  or  less 
change,  and  -wims  ahont  in  the  dukL  The  o^ntents  thick«L  A  considerahle 
depocsit  of  calcium  salts  occurs  and  the  shmnken  sac  may  finally  he  represented 
by  a  rin^le  ca!cine»i  nr-lu!e. 

The  ichinoojKcus  muliil ocularis,  which  in  form  so  stmngly  resembles  an 
alveolar  col'oid  of  the  liver  that  hitherto  it5  original  nature  has  often  been 
entirely  misondersif-Tid,  mnst  next  be  mentioned.  It  is  found  chiefly  in  the 
liver,  but  also  occasionally  in  the  brain^  the  heart,  the  diaphragm,  and  the 
pleural  cavity ;  in  the  psoas  muscle,  the  lung,  the  gall-bladder,  the  kidney,  and 
the  adrenals :  in  the  uterus  and  anterior  wall  of  the  chest :  in  the  duodenum ; 
in  the  portal  and  peribronchial  lymph-glands  and  in  the  bones.  The  multi- 
locular  or  alveolar  echinncoccus  is  characterized  by  small  irregularly  formed 
cysts  which  are  separated  from  one  another  by  masses  of  connective  tissue 
enclosing  a  gelatinous  plug.  In  section  we  rec^CTiize  a  honeycomb-like  struc- 
ture. All  the  cysts  poshes*  the  properties  of  echinococcus  cysts  except  for  slight 
deviations.  Upon  the  inner  surface  there  are  frequently  layers  of  granular 
fatty  material  or  pigment,  liesides  balls  with  radiating  stripes  which  consist  of 
an  organic  base  impregnated  with  calcium  salts.  Not  rarely  needle-shaped 
or  sheaf-like  crystals  and  hematoidin  crystals  are  also  noted.  Scolices  are 
often  absent 

Tlie  limits  of  the  tumor  are  quite  sharply  circumscribed.  Xow  and  then 
smaller  isolated  tumors  are  found  adjacent.  Virchow  saw  strands  resembling 
a  pearl  necklace,  the  parts  of  which  projected  like  processes.  The  capsule  is 
invariably  of  a  cartilaginous  hardness,  and  adherent  to  the  surrounding  tissues. 

This  echino<fK-cus  was  for  a  long  time  held  to  be  only  a  variation  in  the 
form  of  the  cystoid  echinococcus,  due  to  its  growth  in  the  blood-vessels,  lymph- 
vessels,  and  biliary  channels. 

Its  characteristic  alveolar  structure,  as  well  as  the  conspicuous  variation  in 
its  geographic  di>trilmtion.  has  rais^nl  doubts  as  to  the  identity  of  the  multi- 
bx-iilar  with  the  hydatid  forms.  To  divide  thi<  question,  experiments  in 
(ci-iVuv^  i\o'^<  with  the  etliinococ-cus  multibxularis  wen*  undertaken.  Klemm, 
Vogler.  Man;rol<l.  and  Miiller  raisin^l  tenia*  which  in  the  form  of  their  hook- 
lets,  as  wi'll  a<  in  th«*  position  of  the  ciius  in  the  terminal  section,  differed 
from  tli»'  t«nia  of  the  <y-toid  form.  Maniiolil  al-o  <uc'eee<leil,  by  feeding  with 
a  t<*nia  wliicli  li<*  h.u]  rai-<'<l.  in  dovelopin^i  two  tumor  f«Hi  in  the  liver  of  a  pig: 
tlu'M'  w<'rf'  r*'in[rnh*'i\  as  iHliin^^coocus  multil'vulari<.  The  occurrence  of  mul- 
tilo(  niar  <•(  hinococcn^  in  o^Ttain  «r<»o.Lrra])hi<al  n^L'ion<  is  woll  known.  Acconl- 
in;r  to  \'iin»nlr.  it  i-  fitxuu]  fre^juontly  in  WiirttrmlMTir.  Switzerland,  Bavaria, 
al-o  in  Austria  an<l  K*u--ia.  rxca-ionally  in  Pru--ia.  I>ailt*n  and  North  America. 
Hc'rcntly  rM--<-lt  ha-  <alhMl  attention  to  a  pn'vion-ly  unknown  region  of  dis- 
triljiiti'Mi  in  th«'  Tvrol  :  Pirhler  <h»>(Tih<(l  a  ra-(*  of  ♦•iliinoi-oix^us  multilocularis 
in  Kiirnti-n.  It  i-  ••^|M'cially  interesting  to  notr  tliat  in  the  "cla.^sical  coun- 
tri<- ""  of  th«-  livHatir]  (Mhinocoreus.  Icelari'l.  Au-tralia.  Mtvklenburg  and  New 
Prun^TJinia.  Dahnatia  aiul  Ar;rentina,  the  <'(lnno(o<(  u<  multihx-ularis  does  not 
orriir  at  ;jI1  or  ha>  hiM'u  verv  rarely  oh<erv<Ml.  On  the  otlier  liand,  in  the  specific 
r<*;rion-  of  rji-trihution  of  tin*  multiloeular  echinoeoecus,  in  Bavaria,  Wiirt- 
temher^^  and  .Vortheni  Switzerland,  the  hydatid  form  is  quite  rare.    In  conse- 
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quence  of  Po^selt's  very  interesting  investigations,  I  incline  more  and  more 
to  tlie  view  tlisit  there  are  two  forms  of  tenia  e<'hlnocoeeiis. 

I  sliould  like  here  to  refer  to  the  faet  that  bone  eehinocoeei,  whieh  in  their 
distribution  sliow  great  simihirity  to  the  mnltiloeiilar  echinoeoeeiis,  are  fre- 
quently ideutitietl  with  these.  In  l>one  eohinococeus  wo  are  dealing  with  the 
exogenous  proliferation  of  small  and  very  small  eysts  deposited  close  beside 
each  other;  but,  bosidea  these,  there  are  also  larger  cysts  with  encapsulated 
daughter-cysts  in  the  surrounding  soft  parts.  Now  such  larger  cysts  with 
daughter-cyst  formation  are  a  characteristic  of  the  hydatid  form  in  which  it 
ditlers  markedly  from  the  multilocular  form.  For  this  reason  it  cannot  he 
assumed  tlial  every  ossiious  echinocoecus  belongs  to  the  multilocular  form. 

Basides  being  found  in  man,  the  echinococeu.s  has  lM3en  noted  particularly 
in  the  lung  and  the  liver  of  sheep,  in  cattle,  and  in  pigs ;  more  rarely  in  the 
dog,  the  cat,  the  mule,  the  horse,  the  zebra,  the  drome<lary,  the  camel,  the 
giralfe,  etc. 

Since  it  has  been  demonstrated  with  ccriaiuty  that  the  echinocoecus  cysti- 
cercus  occurring  in  man  and  his  domestic  aninmls  represents  one  and  the  same 
tape- worm,  there  can  no  longer  be  any  question  as  to  the  propagation  of  echino- 
coct'us  disease  in  animal  and  man — that  tlie  dog  takes  up  iiie  grown  cysticerci 
which  develop  in  tlie  domestic  animals.  The  pos.<ib!e  modes  of  dissemination 
of  echinocoecus  disease  in  any  country  will  therefore  depend  upon  the  number 
of  its  domestic  aninmls,  and  the  distribution  of  the  echinocoecus  pest  among 
thetu.  As  a  matter  of  fact,  those  countries,  such  as  Iceland,  Victoria,  Mecklen' 
burg  and  Xew  lV)merania,  in  which  the  echinocoecus  occurs  nmst  froc^uenlly, 
are  noted  for  an  excessively  large  number  of  animals,  particularly  cattle.  A 
number  of  years  ago  I  endeavored  to  investigate  the  distribntion  of  this  para- 
sitic ni?*ease,  and  from  t!)e  reports  of  52  shinghter-houses  I  decided  that  the 
echinocoecus  occurs,  upon  the  average,  in  l(17f>  per  cent,  of  cattle,  in  ihH:\  jwr 
cent,  of  sliwp,  and  in  6.47  per  cent,  of  pigs,  Pomerania  and  Metklenburg  in 
Gcrniany  are  first  in  the  fretjuency  of  the  echinocoecus  disease.  In  Greifswald 
the  dissemination  of  the  pest  is  enormous.  In  one  period  of  six  months  (18,58 
per  cent,  of  cattle,  ol.03  per  cent,  of  sheep,  and  K93  per  cent,  of  pigs  were 
found  di.^eascfl.  The  conditions  are  similar  in  Mecklenburg.  From  my  pre- 
vious investigations  I  have  concluded  that  the  prevalence  of  the  echinocoecus 
inftciion  in  the  inhohilanfs  of  fi  count ry  is  in  proportion  to  the  distribution  of 
i h  e  e ch  i n  or occ  us  /?/^S' t  o  m  o n  g  i ts  do  m  cs  t  ic  a n itfi  fi Is . 

In  man,  as  well  as  in  domestic  animals,  the  dog  is  the  usual,  if  not  the 
only,  transmitter  of  the  infectious  germ.  The  greater  the  number  of  dogs 
in  any  infected  eountrv,  the  greater  the  danger  of  contagion.  In  my  own 
vicinity,  tlje  number  of  dogs,  particularly  in  the  rural  districts,  i.^  very  great. 
Apart  from  hunting  dogs  and  shejjherd  dogs,  almost  every  family  possesses 
a  house  dog.  He  accompanies  his  master  as  he  works  about  the  farm,  espe- 
cially when  milking  cows,  which  in  the  summer  occurs  twice  during  the  day, 
hence  he  has  repeated  opportunities  to  visit  the  grazing  cattle,  and  to  deposit 
his  feces  upon  the  field.  Here,  on  the  small  grazing  places,  the  focus  of  infec- 
tion must  be  sought  for  the  grazing  cattle,  which  remain  here  for  months,  by 
day  and  by  night 
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But  liow  does  the  dog  beconie  infected?  Every  one  who  has  made  observa- 
tions in  the  riiml  districts  knows  [(erfcctly  well.  The  hiitehers  as  well  as  the 
shepherds — the  latter,  as  a  rule,  perfonning  the  duty  of  slaughter  in  the  coun- 
try— are  familiar  with  the  danger  of  the  echinocoecus.  Any  one  who  has  been 
in  a  farming  country  at  slaughter  time  knows  that  the  parts  of  the  meat  which 
are  unsuitable  for  human  foml,  among  these  frequently  the  liver  and  the  lungs 
which  are  permeated  with  echinoeocci,  are  nsed  as  food  for  the  dog!?.  Where 
there  is  careful  management,  organs  of  this  kind  are  buried,  but  rarely  so  deep 
that  the  dog  who  sniffs  about  cannot  linally  reach  them.  A  incious  circle  is 
formeti:  the  infected  cattle,  sheep  and  swine  furnish  the  scoliees  to  the  dog; 
the  dog  furnishes  the  ova  of  the  tenia. 

If  we  observe  the  frequently  intimate  relation  of  childreji  as  well  as  adults 
with  dogs,  and  how  the  dog  will  lick  the  face  and  the  hands,  we  can  scarcely 
doubt  that  in  this  way,  as  well  as  by  kissing,  infection  can  be  conveyed.  Bogs 
of  every  species  snitf  at  their  own  ani  as  well  as  at  those  of  other  dogs;  often 
they  carry  around  upon  their  noses  collections  of  mature  proglottides  without 
these  being  noticed  on  account  of  their  diminutive  size.  Toys  which  small 
children  often  lick,  pieces  of  bread  scattered  about  in  different  comers  of  the 
nursery,  may  readily  l>eeome  contaminated  by  the  mature  Qgg?^  of  the  tenia. 
The  dogs  probably  discharge  the  mature  proglottides  with  the  feces.  In  the 
feces  of  other  dogs  they  are  fond  of  sniffing  around.  Thus  the  dog's  nose 
becomes  contaminated,  and  the  transmission  of  the  ova  of  the  tenia  may  occur. 
Frequently  tlie  dog's  feces  are  discharged  in  the  vicinity  of  pumps  and  wells. 
The  proglottides  and  their  ova  continue  to  live  for  a  long  time  on  account  of 
the  moisture  here  constantly  present,  so  that  they  reach  the  human  stomach 
with  the  drinking-water  as  a  still  germinating  bnx^d.  The  teniae  may  also  be 
readily  distributed  Ijy  means  of  vegetables  that  are  eaten  raw,  sucl\  as  lettuce, 
cabbage,  berries  and  fruits  which  grow  upon  the  earth.  The  nund>er  of  ways 
in  which  an  infected  material,  or  the  eggs  of  the  tenia,  finally  reach  the  intes- 
tinal  tract  of  man  is  infinitely  great,  and  it  is  unnecessary  to  presuppose  an 
intimate  association  of  the  infected  individual  with  dogs. 

The  nunilM.T  of  children  infected  appears  very  small  when  we  consider  the 
fact  that  at  this  period  of  life,  in  consa|uence  of  close  association  with  dogs, 
they  are  particularly  endangered.  This  observation  h  confirmefl  by  all  statis- 
tics. In  the  Pomeranian  investigation,  among  139  patients  only  13  were  under 
fifteen  years  of  age.  The  majority  of  infections  occur  between  the  twentieth 
and  fortieth  years  of  life.  Proliably  in  consequence  of  the  slow  development 
of  the  echinococcus  in  the  human  organism,  the  germs  acquired  in  youth,  a^ 
a  rule,  produce  definite  symptoms  only  in  later  years.  That  the  course  may 
l>e  chronic  is  shown  by  my  collection  of  cases.  Among  others,  a  rnidwife,  agwHl 
sixty-,  from  her  twenty-fifth  year  (therefore  for  thirty-five  years)  had  perioil- 
ically  coughed  up  echinococci.  A  farmer,  aged  forty,  mentioned  as  the  prob- 
able period  of  invasion  the  time  from  his  ninth  to  his  twelfth  year,  since 
during  this  period  he  always  slept  in  a  l»ed  wnth  several  dogs.  He  had  suf- 
fered since  his  thirty-fifth  year  with  frerpicnt  and  repeated  attacks  of  irrita- 
tive cough  with  expe^:'t oration  that  contained  echinococcus  cysts. 

It  is  difficult  to  find  proof  from  the  statistics  of  Mecklenburg  and  Pome- 
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rania  that  eortain  customs  and  habits  of  the  pei:>|>le,  their  eex,  social  condition 
and  otcn[nirion,  their  residence  in  the  city  or  in  the  country,  create  a  special 
predisposition  to  acquire  the  parasites,  Echiun<fiecus  disease  represents  a 
slow,  often  insidious  process,  running  its  course  for  several  thx^ades,  and  the 
occasional  cause,  the  plac*e  and  time  of  infection,  cannot  be  determined. 

In  the  majority  of  eases  only  one  organ  is  attacked.  UnifontJar  echino- 
coceiis  disease  most  frequently  has  its  seat  in  the  liver.  If  several  organs  are 
attacked — echinococcm  fnuUipiex — the  liver  is  found  to  lie  one  of  the  organ8 
affected. 

Several  series  of  statistics  have  been  compiled  with  regard  to  the  frequency 
of  *^  dog  tape-worm,"  These  indicate  clearly  that  (he  liver  is  the  organ  most 
frefpiently  alfeeted;  in  the  Mecklenburg  investigation  there  were  n9  per  cent, 
of  such  cases,  in  that  of  Pomerania,  ti7.33  per  cent.  As  the  next  organ  to 
he  implicated,  the  lung  may  he  mentioned,  showing  11.9  per  cent,  and  10.0  per 
cent.,  following  this  the  kidneys  with  3.5  per  cent,  and  4.6  per  Ci}nt, 

The  abd(miinal  cavity,  skin,  and  musculature  are  also  quite  frequently 
attacked,  that  is,  in  about  G  per  cent,  of  cases;  but,  in  fact,  any  organ  may 
be  the  seat  of  an  eehinococcus  cyst.  The  view  that  traumatism  favors  the 
accumulation  of  the  infectious  agents  may  probably  he  due  to  the  fact  that 
after  injuries  the  (X'hinocoeei,  which  until  then  have  been  latent,  manifest  clin- 
ical symptoms.  The  conditions  are  certainly  ditTerent  with  the  appearance  of 
multiple  eehinocoeci,  especially  in  the  nbdouiinal  cavity.  The  opinion  that  the 
simultaneous  invasion  of  many  organisms  may  here  be  the  cause  will  often 
prove  correct.  But  another  mode  of  development  may  also  be  observed; 
namely,  aldose mifift lion  after  puncture  or  rupture  of  an  eehinocoecus  sac. 
Since  v.  Volknmnn  first  calle<l  attention  to  this  danger,  I  have  observed  it 
clinically  in  many  eases.  The  colonizing  and  propagation  of  cysts  in  the 
abdominal  cavity  has  ]mm  absolutely  proven  by  the  experiments  of  Uieniann 
under  the  direction  of  (iarre*  Similar  experiments  undertaken  by  other  inves- 
tigators and  by  myself  failed  of  success,  for  some  unknown  reason.  Either  on 
account  of  the  danger  of  disseminating  the  eebinococcus  parasite,  or  l>ecause 
of  the  toxldlif  of  the  echinacoceus  fluid,  exploratory  puncture  has  fallen  into 
disuse. 

The  danger  that  the  subsequent  oozing  of  the  eebinococcus  fluid  from  the 
point  of  puncture  may  bring  about  serious  accidents  and  even  death  has  l>een 
demonstrated  by  numerous  observations.  The  appearance  of  urticaria  after 
aspiration  is  a  not  infrtnpjent  occurrence.  In  a  patient  in  M osiers  clinic,  a 
few  hours  after  the  aspiration  of  an  echinococcus  nf  the  liver,  an  eruption 
of  urticaria  appeared],  soon  followed  by  cyanosis  and  dyspnea.  Only  after  the 
lapse  of  several  hours  did  the  threatening  symptoms  disappear.  Other  authors 
report  the  appearance  of  fever,  singultus,  nausea,  arthritic  pains,  etc.  A 
patient  of  Jenkins's  died  with  these  symptoms;  Martincau  and  Bryant  report 
similar  cases.  Experimental  investigations  also  contirm  the  view  that  the 
echinococcic  fluid  may  have  a  toxic  action,  Brieger,  for  instance,  isolated 
among  other  suhstanceH  one  which  he  obtaine<3  in  the  form  of  sail  of  platinum, 
and,  after  separating  it  from  the  metal,  he  injected  it  in  solution  into  mice 
with  rapidly  fatal  result.     Aspiration  is  not  advisable,  unless  the  radical  oper- 
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an'on  >*  performffl  imiriediatelj  after  the  eiploratory  pnnctnre;  indeed,  it  is  a 
question  w?j#rther  a.-p:raTion  •hould  be  performed  at  all. 

f>rhirKj^:<j^:r.'H-  di-^A-^r  i.r  Dot  alwav?  ca.^  to  diagiKk?ticate.  Frequently  at 
the  a'jto//-y,  in  the  liv*rr  or  other  organs,  ersts  the  ^ize  of  a  child's  head  an«l 
e^en  larger  ar^;  found  which  had  not  producei  the  ^lightest  symptoms  daring 
the  life  of  the  patient.  The  grarity  of  the  di^ea.^  depends  upon  the  location 
of  the  ey-t.  the  ^ize,  the  effect  npon  neighboring  organs,  and,  possibly,  the 
pfjnjlent  character  of  the  contents  of  the  cyst.  Should  it  suppurate,  small 
*^'hin^KyK-/ij-  cy-t-i  in  the  brain  and  spinal  cord  may  caose  severe  symptoms; 
on  the  r-r;ntrar\-.  rK<:aiiionally,  large  sacs  which  have  no  deleterious  effect  upon 
the  surrounding  area  exist  for  a  long  time  without  giving  rise  to  serious  symp- 
tomij.     In  general,  the  symptomatology  may  be  described  as  follows: 

STHPTOMS 

The  cffil^ryo  which  has  entered  the  body  cau>es  a  reaction  of  the  tissue 
which  Ic'ad-  to  the  formation  of  the  wall  of  a  cyst.  With  continued  growth 
the  cfT<^^;t  of  f>re-.-ure  u|K>n  the  neighboring  tissue  becomes  apparent,  and 
der-idfrrl  di-lijrlianr-«;s  in  circulation,  secretion  and  excretion  are  manifest. 
Partirularly  dangerous  is  the  development  of  the  echinococcus  in  cavities 
where  tlie  ^'rowing  tumor  cannot  fail  to  cause  serious  disturbance,  as  for  in- 
.Hfance  in  tlic  fK,-lvis,  by  e<^»mpression  of  the  organs  situated  in  this  r^on. 
When  tlie  (l^vclojiriicnt  of  the  echinococci  occurs  in  the  respiratory  tract,  the 
HyniptoiiH  there  an;  also  severe.  The  s}Tnptoms,  however,  become  especially 
threatening  if  .-.uppuration  sufK?nene,  or  the  contents  of  the  cyst  should  per- 
forate its  walls.  If  the  contents  of  the  cyst  Ik?  emptied  into  the  abdominal  or 
thoraric  cavities,  fatal  disease  usually  follows.  When  there  is  adhesion  among 
neighhorin;:  or^rans,  after  penetrating  the  wall  of  the  cyst  the  parasite  enters 
flu-f',  and  }HTnu-atcs  th^Tn  in  the  same  way  as  the  organs  primarily  affected. 
ThiH  \\\i-  f>ara-ite  travrr-fs  remarkably  groat  distances.  The  course  is  most 
favorahlc  vvh*ji  p*rforatir»n  wcurs  through  the  skin.  Discharge  into  the 
vtornar  li  and  intc--tinc  and  into  the  pelvis  of  the  kidney,  into  the  bladder  or 
into  tli<;  va;:ina  i-  n'lativcly  favorable.  A  cyst  of  this  kind  may  very  readily 
Ixiconic  tin;  -fart in;:  })r)int  of  a  fatal  pyemia.  Perforation  into  the  trachea, 
into  the  l>rr)n(lii,  and  particularly  into  the  circulatory  system  is  always  most 
s<Tious.     Ivliinocrxcus  of  tli(?  su})erficial  organs  runs  a  less  dangerous  course. 

The  p'jKTal  condition  of  tlie  patient  is  usually  most  affected  when  the 
pcliinocrMcii-  I'MTt-i  an  influence  upr)n  the  nei;:hl>f)ring  organs  by  its  size,  or 
when  suf>piiration  occurs.  Only  after  attention  has  been  thus  called  to  the 
affpction  do<'^  th<*  patient  seek  professional  aid.  A  number  of  conspicuous 
ph^'norrK-na.  -iieli  as  tin-  slow,  steady,  painless  growth  of  the  tumor,  the  absence 
of  caeh'xia,  the  nniforni  roundness  of  the  tumor,  tlie  smooth  surface,  the 
ah-<'ne<'  of  fever,  tin*  <'la<iicity,  the  presence  of  fluctuation,  and  the  possible 
denion-if ration  (»f  a  hydatid  thrill,  in  general  favor  tlie  existence  of  an  echino- 
cr)ccus  >ac.  Hy  a  liffdnfld  thrill  we  mean  tliat  s<*n>ation  which  the  tumor  con- 
veys to  tli«'  p«r(n><in;r  fin^rer  or  to  the  palpating  liand,  a  sensation  similar  to 
that  ohtairwd  l)y  jin'^ing  upon  a  cushion  witli  springs.    The  cause  of  the  hyda- 
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tid  thrill  appears  to  be  the  waves  of  the  fluid  contents  of  the  cyst;  it  h,  there- 
fore, to  a  certain  extent  only  a  distinct  fluctuation.  This  conrlition  ah^o  occurs 
in  cysts  of  the  ovaries,  in  ascites,  etc.  Santini  and  Rovi«^lii  have  observed 
that  the  cehinococeus  cysts,  l>csides  the  hydatid  thrill,  convey  also,  upon  sinuil- 
taneoiis  percussion  and  auscultation,  a  characteristic,  deep,  sonorous  tone,  the 
so-called  hydatid  resonance.  This  phenomenon  is  said  not  to  be  present  in 
deep  seated  cysts  with  tliickcning  and  degenerating  walls.  The  size  and  extent 
of  the  cyst,  as  was  demonstrated  by  Manasse  in  a  case  of  renal  cehinococeus, 
may  he  determined  by  the  Riintgen  rays.  Confusion  of  the  echinococcus  cyst 
with  other  tumors  or  abscesses,  such  as  cystic  degeneration  of  the  kidneys, 
ovarian  cysts,  tumors  of  the  uterus,  tumors  of  the  onientum,  of  the  pancreas, 
suliphrcnic  abscesses,  etc.,  can,  of  course,  never  bo  entirely  avoided.  In  spite 
of  the  most  minute  examination  of  the  hrstory,  of  tlie  results  of  inspe<:!tinn, 
of  palpation,  and  of  percussion,  and  of  the  relation  of  the  tumor  to  neighbor- 
ing organs,  the  diagnosis  in  some  cases  cannot  be  made  with  absolute  certainty 
unless  some  definite  points  of  support  are  obtained  by  rupture  of  the  cyst 
and  an  admixture  of  its  contents  with  the  sputuui,  with  the  vomihis,  with 
the  contents  of  the  intestines,  and  with  the  urine.  In  cases  which  offer  great 
diagnostic  ditficul ty,  an  exploratory  puncture  may  at  once  clear  the  entire 
clinical  picture  by  the  recognition  of  a  fluid  which  is  non -albuminous,  and 
which  contains  scoHces  or  booklets.  But  the  danger  of  tliis  process  will  cer- 
tainly always  limit  its  use  in  diagnosis. 

The  prognosis  depends  upon  the  location,  the  size,  and  the  relation  of  the 
echinococcus  cyst  to  its  surroundings.  Although  a  l>enign  tumor  in  itself, 
it  may,  particularly  by  suppuration,  lead  to  phenomena  which  endanger  life. 
In  multiple  echinococci  tiie  prognosis  is  correspondingly  more  unfavorable. 

TREATMEirr 

Prophf/Jartie  mrnfmrffi  must  be  premised  with  a  caution,  which  cannot  l>e 
too  emphatically  expressed,  against  intimate  association  with  dogs.  In  infected 
regions  their  numljer  should  Iw  liruited  as  much  a^  possible.  Wlicther  methodic 
tape- worm  cures,  on  account  of  the  perhaps  brief  parasitism  of  the  tenia  in 
the  dog,  are  of  any  use,  is  doubtful.  On  the  contrary,  the  important  point 
in  prophylaxis,  it  ap}>eans  to  me,  is  to  protect  the  dogs  from  acquiring  the 
tenia  echinoc*occus.  This  may  be  best  attained  by  the  intrmluction  of  the 
compulsory  inspection  of  meat.  All  organs  infected  with  echinoeoeci  must  lie 
destroyed  by  cremation.  IMeat  inspection  in  the  country  districts  among  cattle 
raisers  is  not  likely  to  find  favor  when  they  learn  that  annually  in  Prussia 
about  880  cattle  directly  succumb  to  the  echinococcus  pest.  The  indirect  harm 
arising  from  this  is  that  animals  infested  with  echinococcus  suffer  in  their 
nutrition,  and  are  prematurely  slaughtered,  and  this  Tuay  be  an  important  point 
in  agriculture. 

Internal  treatment  is  ineffectual,  and  successive  punctures  with  aspiration 
of  the  contents  as  well  as  injections  of  me<iicate<l  fluids  should  he  rejected 
for  the  above-mentioned  reasons. 

On  principle  I  am  opposed  to  the  method  introduced  by  Baeeelli  of  injec- 
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tions  of  corrosive  subliznate,  although  a  number  of  cases  have  been  reported 
with  favorable  results.  The  process  consists  in  aspiration  of  the  cvst  contents 
with  a  suc-<*e*i:ng  injection  of  a  l-lj»)  corrosive  sublimate  solution.  I  have 
seen  rec^tverr  cxxur  after  ptincnrre,  even  without  injection  of  drugs,  but  much 
more  frequently  suppuration  followed  and  finally  made  laparotomy  necessary. 
Recovery  through  surgical  means  can  only  take  place  by  the  removal  of  the 
echinococcus  sac. 

The  seat  of  the  diseases  is  usually  the  liver.  For  this  reason  I  should  like 
briefly  to  de^rilje  the  tre-atment  of  echinococcus  of  the  liver.  Madelting  de- 
fines extirpation  of  the  cyst  including  the  capsule  as  the  tmquestioned  '^  ideal '' 
method  of  treatment.  If  of  moderate  size,  with  a  superficial  seat,  and  there 
is  no  suppuration,  this  operation  will  bring  about  the  best  results.  In  the 
majority  of  eases,  the  choice  between  a  radical  operation  or  one  performed  at 
two  different  tiroes  comes  into  question.  If  danger  is  present,  the  single  or 
less  radical  operation  is  to  be  preferred  on  account  of  its  greater  rapidity. 
This  is  also  re-eommeiKled  if  the  cyst  is  insufficiently  exposed  in  the  field  of 
operation,  or  if.  with  multiple  cysts,  after  the  removal  of  one  cyst  the  others 
are  more  easily  rea(he<l.  The  method  also  by  which  an  incision  is  made  has 
the  advantage  of  l»ein;z  less  dangerous.  As  a  rule,  this  method  is  resorted  to 
if  there  are  no  speeial  indications  for  more  rapid  interference. 

Multiloeular  echinococcus  has  in  only  a  few  cases  been  treated  by  opera- 
tion :  namely,  by  Brunner.  Terillon  and  Bruns.  The  latter  advises  cuneiform 
excision.  Only  the  smaller  multiloeular  echinococci  can  be  successfully  re- 
moved by  operation. 

ECHHIOCOCCI  OF  VARIOUS  ORGANS 

I  shall  briefly  n^view  the  eehinococci  found  in  difTerent  organs: 
Krhiwjrtjrr'i  t,f  tJir  hmin  are  rare.  Davaine  mentions  32,  Xeisser  68  cases. 
V\¥)i\  the  wlinli-  al)out  W  cases  are  known,  and  among  these  is  one  case  of 
multiloeular  (.•chinofrMcu-.  Usually  the  parasite  is  solitary.  It  is  generally 
of  ni(Ml<Tate  .-iz<'.  The  cysts  are  situates!  in  the  white  as  well  as  in  the  gray 
substance,  and  are  -urroundcil  by  connective  tissue  capsules;  the  neighboring 
cerebral  sub.-tancr*  is  anemic,  ])artly  atrophic.  After  a  fairly  prolonged  time 
of  growth  a  iKMiii^phcre  may  resemble  a  sac  with  thick  walls.  Several  times 
after  })en<'tratin;:  tli*'  skull,  jirrowth  and  dischar<:e  externally  through  the  nose, 
car,  etc..  hji\«.'  taken  }>hi<e.  \Vesij»hal  ob-ervcd  a  case  in  which  about  90  cysts 
were  di.-(]iart:«*d.  TIk-  x-at  and  the  size  of  the  tumor  determine  the  symp- 
toms. (i<innil  cenbral  and  focal  })henomcna  a]»pcar  until  we  have  the  symp- 
tom- of  (cnbral  tumor.  The  diapiosis  of  th»'  nature  of  the  tumor  will  he 
po>-ible  onlv  wln'ii  echinococcus  disease  of  another  or<:an  is  present,  or  if,  in 
the  conr-e  of  the  di-ea-e,  external  perforation  occurs.  If  the  nature  of  the 
tumor  and  the  localization  of  its  seat  an*  determined,  surgical  treatment  may 
b<»  .-ucce^^ful.     In  the  main  the  prognosis  is  unfavorable. 

KrhiiuH'omis  of  the  sjnnni  mrd  is  even  rarer  than  that  of  the  brain.  About 
2*^  cases  in  all  are  known.  Usually  the  parasite  is  found  between  the  dura 
and  the  vertebra,  more  rarely  in  the  dural  sac;  or  it  may  develop  in  the  verte- 
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bra  itself,  penetrating  externally  or  intornally.  In  some  cases  the  parasite  grows 
outwardly  into  the  vurtel>ral  eaiml.  Maguire  mentions  two  cases  in  which  the 
parasite  develn])ed  iu  the  spinal  cord  itself. 

The  symptoms  are  those  of  compression.  The  first  phenomena  freqirently 
arise  from  disease  of  the  vertebra,  and  from  compression  of  the  ner^^e  trunks. 
The  symptoms  develop  gradually,  and  resemble  those  of  a  compression  myelitis. 
The  entire  absence  of  pain  and  the  free  movahility  of  the  vertebral  column  are 
conspicuous;  this,  however,  inay  also  be  the  case  in  tumors.  Diagnosis  be- 
comes possible  when  the  parasite  appears.  The  prognosis  has  usually  been 
mifavorahle.  In  the  case  reported  by  Szkekeres,  operation  was  attempted  after 
a  piece  of  bone  one-half  a  centimeter  in  length  had  been  exfoliated. 

Evhuiocovfus  of  the  orbit.  Echinococeus  of  the  eye- hall  has  as  yet  not 
been  determinwl  with  certainty,  and  echinococeus  of  the  orbit  is  also  rare. 
Kriimer  ha^s  collected  68  and  Golowin  93  observations.  To  these  may  be  addal 
the  eases  of  Ziegler,  Wagenmann  and  Blaschek.  It  is  noteworthy  that,  accord- 
ing to  Kramer,  the  rlisciise  occurs  three  times  a.s  fref]uently  in  men  as  in  women. 
In  two-thirds  of  the  eases  the  patients  were  between  the  eleventh  and  twenty- 
first  years  of  life.  As  a  rule,  the  echinoeoceus  develops  primarily  in  the  orbit, 
in  rarer  cases  it  finds  it  way  into  neighboring  organs  after  destruction  of  the 
wall  of  the  orbit.  The  parasite  is  found  in  both  orbits  with  about  the  same 
frequency,  and  almost  alwa}^^  in  the  ba^^e;  rarely  in  the  anterior  lateral  parts. 
The  development  is  usually  insidious,  seldom  fulminant.  The  first  symptoms 
are  commonly  pain  and  the  development  of  an  exophthalmos.  The  conjunc- 
tiva and  lids  become  inflamed.  Decrease  in  motion  of  the  bulbus  oeulij  dis- 
turbances of  vision,  and  loss  of  sight  in  varying  grades  appear  gradually. 
Suppuration  is  not  rare.  In  cases  in  which  no  operation  is  performed,  early 
atrophy  of  the  optic  nerve,  necrosis  of  the  cornea,  and  panophthalmia  occur. 
The  diagnosis  is  often  very  diflicult.  Confusion  with  malignant  neti plasms 
has  several  times  led  to  enucleation,  Kramer  cautions  us  against  exploratory 
punchire  on  account  of  the  danger  of  confminding  the  condition  with  that  pro- 
duced by  an  encephalocele.  The  slow  development  of  a  tumor  in  the  orbit 
without  fever,  severe  pain  deep  in  the  orbital  cavity,  a  tumor  with  distinct 
or  indistinct  fluctuation,  and  the  early  appearance  of  disturbances  of  sight  are 
all  strongly  indicative  of  echinocoecus.    T!ie  treatment  is  surgical. 

The  echinococeus  has  been  twice  observed  in  the  frontal  sintiSy  which  had 
ruptured  into  the  orbit. 

In  the  nose,  in  the  oral  cavity,  in  the  ionffue,  in  the  gums,  in  the  pharynx 
and  in  the  parotid  the  echinococeus  has  also  occasionally  been  observed. 

Echinocoecns  in  the  nrck  is  a  rare  occurrence.  Giiterbock  has  collceted 
26  cases  of  this  kind.  Besides  these  I  found  eases  recently  published  by  Reich, 
Jurgens,  Thevenot  and  Steinbriiek.  The  parasite  generally  chooses  as  its  seat 
the  region  of  the  external  border  of  the  sternocleidomastoid;  this  without 
doubt  accounts  for  its  originating  in  the  sheaths  of  the  large  vessels  of  the 
neck.  The  echinococeus  sac  slowly  raises  the  sternocleidomastoid  and  appears 
at  the  internal  border  of  the  muscle  as  a  small  tumor,  while  the  larger  portion 
of  the  sac  is  situated  upon  the  external  Ijorder.  The  connection  of  both  tumors 
is  proven  by  the  continuance  of  the  fluctuation.     Later,  with  increased  growth^ 
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the  characteristic  lobulated  tumor  disappears.  Decided  displacements  of  the 
organs  of  the  neck  may  develop  in  such  cases.  Confusions  may  arise  from 
echinocooci  which  are  situated  in  the  muscle  itself  or  that  have  developed  in 
the  thyreoid  gland.  In  three  cases  after  successful  extirpation  death  resulted 
from  secondary  hemorrhage. 

Echinococcus  of  the  thyreoid  gland  is  rare.  Henle  reports  18  cases;  in 
three  othtT  eases  the  diagnosis  is  questionable.  Vitrac  has  collected  21  re- 
ports of  whinococcus  of  the  thyreoid.  Another  case  is  reported  by  Posadac. 
The  echinococcus  is  usually  unilocular  and  may  attain  the  size  of  a  fist.  In- 
creasing growth  causes  atrophic  conditions  of  the  glandular  tissue.  The  con- 
sequences of  displacement,  that  is,  compression,  of  the  neighboring  organs, 
in  which  particularly  the  trachea,  the  esophagus  and  the  recurrent  laryngeal 
nerve  are  to  l>e  considered,  may  be  serious.  Suppuration  of  the  cyst  is  fre- 
quent. The  sac  surroimding  the  echinococcus  becomes  adherent  by  inflamma- 
tion to  the  adjacent  areas,  and  these  are  to  a  certain  extent  involved  in  the  echi- 
nococcus sac,  so  that  this  represents  only  a  part  of  the  echinococcus.  This 
enlargement  results  in  increased  erosion  of  the  surrounding  areas  in  which  the 
trachea  particularly  may  l>e  implicated.  Adhesions  to  the  muscles  and  the 
skin  are  less  fre<]uent.  The  echinococcus  grows  Yery  slowly.  Its  form  is  usu- 
ally globular.  The  difficulty  in  respiration  which  occurs,  to  which  difficulty 
in  deglutition  and  paralysis  of  the  recurrent  laryngeal  nerve  may  be  added, 
causes  the  patient  to  consult  a  physician.  The  diagnosis  can  rarely  be  made 
with  certainty.  Early  operation  improves  the  prognosis  decidedly.  Acconl- 
ing  to  Jlenle  wide  opening  of  the  sac  is  most  frequently  advisable,  as  enuclea- 
tion is  often  very  difficult.  If  this  operation  be  attempted,  it  is  not  always 
possible  to  spare  the  recurrent  laryngeal  nerve  which  may  be  situated  in  the 
wall  of  the  sac. 

A  case  of  crhinococcus  of  the  larynx  has  IxMjn  described  by  Schiissler. 

rrijnary  rrhinococciis  of  the  pleura  is  rare.  Maydl  and  Winzerling  have 
collccicd  ;;o  cases  fn)ni  literature.  In  these  the  echinococcus  was  situated 
citlnT  iK'twcrn  the  pleura  pulmonalis  and  the  costal  pleura,  in  the  pleural  cav- 
ity, or  rxtmial  to  the  pleura  costalis.  Much  more  frequent  are  secondary 
j)lriiral  (Mliinococei  which  have  ruptured  into  the  pleural  cavity  from  neigh- 
horini:  r)r;,Mns. 

Tlic  (M-hinococcus  is  usually  found  upon  the  right  side,  surrounded  by  a  thin 
wall  of  connect iv(,'  tissue.  It  generally  attains  great  dimensions.  In  the 
main  the  svniptonis  dilfcr  hut  little  from  those  of  a  pleurisy  with  effusion. 
The  patient-  complain  of  stitch  in  the  side  and  an  irritative  cough,  accom- 
])anie(|  hy  -cant  mueus  expectoration.  Fever  is  absent.  If  the  echinococcus 
is  lar<re  it  lead-  to  dilatation  of  the  afTt^ted  side  of  the  thorax,  frequently  giving 
a  llariML"-  -liape  to  the  lower  })art  of  the  thorax,  with  retardation  "or  immobility 
in  re>[Hrati«)n.  Percussion  reveals  a  more  or  less  extensive  area  of  dulness, 
frcfpn'iitly  l.ow'.-liaprd.  Ahsence  or  diminution  of  the  respiratory  murmur 
and  of  rrrrnitu<  is  noted;  occasionally  bronchial  respiration  is  present.  In 
small  «\-t-  eirophriny  and  bronchophony  are  oh-cTved.  Xeisser  quite  prop- 
erly eiii[»ha>i/e<  a-  charaet<'ristie  the  conspicuous  proximity  of  normal  and 
abnormal   auscultatory  phenomena.     In  right-sided  disease,  the  liver  is  dis- 
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placed  downward  and  the  Iieart  to  the  left.  Left-sided  echinncocci  lead  to 
dUlocatioD  of  tlie  spleen  and  kitlney.  In  bilat end  ecluooeoeens  tlie  lieart  is 
forced  into  the  mediastinal  space.  If  the  echinococcus  has  a  tendency  to  grow 
outwardly  it  forces  it^  way  through  the  intercostal  spaces,  leads  to  erosion  of 
the  ribs,  and  appears  as  a  semiglobular  tumor  Ijcneath  the  skin.  The  skin  ia 
usuiilly  movalde  over  the  tumor,  but  occasionally  adiicres  to  it,  and  shows 
decided  intlamraation.  Secondary  pleurisy  is  said  to  be  invariably  absent 
In  the  main,  the  echinococcus  shows  but  slight  tendency  to  perforation.  If 
rupture  occurs,  it  usually  takes  place  tlirougli  the  bronchi. 

The  diagnosis  is  mostly  diflicult.  DifTerentiation  from  solid  tumor  is,  how- 
ever, generally  iwssible.  If  a  collection  of  lluid  can  be  detected,  the  question 
arises  whether  this  is  situated  above  or  below  the  diaphragm.  In  favor  of  a 
subdiaphragmatic  seat  is  the  helUsliaped  iirominence  of  the  lower  parts  of  the 
thorax,  and  the  alisence  of  tlie  respiratory  displacement  of  the  liver  downward. 
On  account  of  atrophic  paralysis  of  the  diaphragm  the  upper  bow-shaped 
line  of  dulness  prevents  the  recognition  of  respiratory  displacement.  Besides, 
the  history  usually  points  to  a  disease  of  the  liver.  Yet  in  many  cases  a 
positive  diagnosis  is  almost  impossible.  To  distinguish  echinococcus  from 
pleurisy  witli  etlusion  is  important-  The  latter  is  accompanied  by  more 
marked  constitutional  and  local  phenomena,  chills,  fever,  cough,  stitch  in  the 
side  and  dyspnea.  Later  the  dyspnea  is  less  marked,  while  in  the  case  of 
echinococcus  it  is  one  of  the  most  prominent  and  troublesome  symptoms. 
Pleural  exudates  lead  to  a  uniform  bulging,  pleura!  echinococcus  to  a  pro- 
tuberance, of  the  lower  aperture  of  the  thorax.  In  pleurisy  the  line  of  dulness 
follows  the  well-known  characteristics,  while  in  echinococcus  the  line  of  dul- 
ness  shows  irregularities.  The  demonstration  of  another  tmnor  in  the  liver 
is  not  without  importance.  The  course  of  pleurisy  is  much  nuire  rapid  than 
that  of  the  slowly  growing  echinococcus.  Exploratory  puncture  is  not  advis- 
able on  account  of  the  danger  associated  with  it,  unless  an  immediate  opera- 
tion is  to  follow. 

Erhinoatfrus  of  the  lung  is  next  in  fre(|uency  to  that  of  the  liver.  Ac- 
cording to  ^ladelung  11.9  fK3r  cent,  of  all  cases  occurred  in  the  lungs,  and 
according  to  tlie  Fomeranian  statistics,  lOJj  per  cent.  The  parasite  may  de- 
velop in  any  part  of  the  hrng;  most  frequently,  however,  it  is  met  with  in  the 
right  lower  lobe.  The  latter  circumstance  is  explained  by  the  fre<|uent  simid- 
taneous  affection  of  the  liver.  The  thinness  of  the  walls  of  its  capsule,  as 
elsewhere,  and  the  yielding  of  the  pulmonary  tissue  make  the  decided  growth 
of  the  echinococcus  possible,  and  it  not  rarely  fills  the  pleural  cavity,  leading 
to  displacement  of  the  heart,  of  the  diajihragm,  the  liver  and  the  sph?en.  Symp- 
toms of  clironic  inlhnnmatton,  of  hejjatization,  of  atrophy,  or  of  gangrene,  may 
develop  and  complicate  the  pathology.  Erosion  of  the  hronclii  and  of  the 
pulmonary  vessels,  and  rupture  into  the  pleural  cavity,  are  not  infrerjuent.  As 
the  result  nf  destruction  of  larger  blood-vessels,  severe,  often  fatal,  attacks  of 
hemoptysis  oecur. 

The  passage  of  daugliter-cysts  into  the  l*!ood -vessels  ivith  the  formation  of 
emboli  has  t>cen  observt^l.  Upon  opening  into  the  bronchi,  gangrenous  sputnm 
appears  m  which  daughter-cysts^  scolices  or  shreds  of  membrane  are  found. 
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0018  of  pyopnciiDio thorax  develop.  Not  rar< 
ture  into  the  diaphragm  occurs,  and  thus  the  eclimococcus  finds  entrance  into 
the  paroneliyma  of  the  liver.  Rupture  into  the  intestine  and  into  the  walls  of 
the  abdomen  etc.,  has  also  been  observed.  Secondary  pnlmonary  echinococci 
are  rarer  than  primary  ones.  Usually  originating  in  the  liver,  they  penetrate 
the  diaphragm  and  the  pleural  cavity  and  enter  the  lung.  Eupture  into  the 
bronchi  or  into  the  pleural  cavity  produces  severe  symptoms.  The  simul- 
taneous perforation  of  the  biliary  passages  and  the  intestine  has  been  repeat- 
edly observed. 

The  symptoms  for  a  long  time  may  be  indefinite  and  point  only  to  an 
affection  of  the  respiratory  organs.  With  increasing  growth  a  very  trouble- 
some cough  and  attacks  of  dyspnea  usually  occur.  As 
the  first  s}^nptora  I  have  repeatedly  observetl  hemop- 
tysis with  cough,  so  that  the  cHnical  picture  reserahlwl 
phthisis  imlmonum.  Severe  i»aroxysras  of  eongh  may 
cause  perforation  by  the  echiuoeoecus,  mostly  unilocu- 
lar, into  the  bronchi,  and  the  discharge  of  eyst^s,  large, 
rolled-up  masses  of  membrane  or  shreds  of  membrane 
and  scolic*es.  The  seat  of  the  disease,  and  sometimes 
even  tlie  side  which  is  affected  by  the  disea>?e,  may  be 
difhcult  to  recognize,  if  the  cyst  is  centrally  situated 
or  is  surrounded  liy  a  thick  layer  of  pulmonary'  tissue 
containing  air.  Not  rarefy,  prior  to  rupture,  suppura- 
tion or  putrefaction  of  the  contents  of  the  cyst  occurs,  and  this  always  takes 
place  after  rupture  of  the  cyst. 

If  the  seat  of  the  echinoeoceus  Is  at  the  periphery  of  the  lung,  especially 
if  it  has  attacked  an  upper  lobe,  the  symptoms  resemble  chronic  pulmonary 
tuberculosis;  but  the  fair  condition  of  nutrition,  in  spite  of  repeated  hemop- 
tysis, and  the  absence  of  the  cheraeteristie  expectoration  are  opposed  to  this 
view.  Occasionally  a  complication  with  tuberculosis  is  present.  Even  when 
the  disease  attacks  a  lower  lolie,  no  signs  are  usually  manifest  other  than 
those  of  a  pleural  effusion.  The  nature  of  the  affection  is  frequently  deter- 
mined only  by  exploratory  puncture^  which  is  performed  with  the  expectation 
of  finding  a  pleural  exudate  or  an  empyema. 

The  prognosis  of  poluionary  echinncoccus  is  serious,  but  by  no  means  all 
lutely  unfavorable.  In  the  Pomeranian  statistics,  among  16  ease*  spont 
ous  discharge  of  the  cyst  was  followed  by  recovery  in  eight,  and  two  were 
cured  by  operative  treatment.  Death  resulted  from  exhaustion  in  two  cisee. 
One  that  was  operated  upon  died.  In  another,  pulmonary  echinoeoceus  was 
only  an  accidental  autopsy  finding.  Surgical  interference  appears  to  l)e 
advisable  in  all  cases  in  which  physical  examination  reveals  suppuration  and 
putrefaction  in  the  cyst, 

Krhmococcm  of  Ihe  mrdinsUnum  is  uncommon.  About  six  eases  only  are 
on  record.  On  account  of  the  proximity  to  the  heart  and  lung§.  the  echino- 
eoceus here  causes  grave  danger. 

Echlnococcm  dueasr  of  the  circufalnry  apparatm  is  rare.  According  ta 
Iluber  about  40  cases  have  been  observed.    To  these  may  be  added  the  cases 
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of  Demantke,  Lehne  and  Klehmet.  The  ecliinococcus  is  usually  unilocular. 
The  right  heart  is  more  frequently  implicated  than  the  left.  The  seat  of  the 
parasite  is  tlie  heart  musde,  and  here  it  attains  its  growth.  For  the  most 
part  its  course  is  marktHl  by  no  symptoms,  at  least  of  parasitism.  The  condi- 
tions are  different,  however,  if  the  distended  cyst  grows  into  the  cardiac 
cavities  and  hursta  its  sac.  The  sj^nptoms  of  cesto-cmbolism  in  this  case 
do  not  differ  decidedly  from  emboli  as  the  result  of  thrombi.  According  to 
the  size  and  extent  of  the  embolus,  according  to  its  benign  or  malignant 
(putrid)  composition,  and  according  as  the  smaller  or  larger  vessels  are  ob- 
structed, the  disturbances  due  to  emboli  of  ccstodens  show  varying  charac- 
teristics. We  shoukl  digress  too  far  if  we  further  discussed  these  extremely 
complicated  conditions.  Death  often  results  suddenly  without  preceding  symp- 
toms. In  some  cases  there  are  antecedent  signs  of  disease  of  the  heart  and 
of  the  lungs;  in  other  cases  death  takes  place  after  a  long  illness  with  com- 
plications such  as  perforation  and  embolism  of  daughter-cysts. 

In  emboli  into  the  greater  circulation  the  perforating  cyst  is  usuaHy  situ- 
ated in  the  left  heart,  or  the  cysts  develop  from  a  pulmonary  echiimcoeciis 
which  has  burrowed  into  the  pulmonary  vein.  Death,  as  a  rule,  occurs  sud- 
denly. It  may  he  readily  understood  that  such  cases  as  these  are  rarely 
under  clinical  observation  for  a  long  time;  the  disease  is  found  at  the  autopsy 
in  cases  where  death  has  ocenrred  suddenly. 

Evhinocoa^ts  of  the  blood-vessels  and  It/fnph'Vessels  as  well  as  of  the  peri- 
cardium is  extremely  rare, 

Eubinocoecus  of  tlie  liver  is  the  form  most  frequently  met  with.  In  the 
Mecklenburg  statistics  they  amounted  to  61*  per  cent,  of  all  observed  cases, 
in  the  Pomeranian  statistics  to  67.33  per  cent.  They  are  for  the  most  part 
unilocular,  rarely  multiple.  They  are  found  in  all  parts  of  the  liver,  but 
most  frequently  in  the  right  lobe.  When  centrally  situated  the  cyst  grow« 
but  slowly,  while  echinococci  peripherally  situated  give  rise  to  great  enlarge- 
ment of  the  organ,  even  to  six  or  seven  times  its  normal  size.  The  liver 
substance  is  ruptured,  and  the  cyst  appears  with  single  and  multiple  semi- 
globular  elevations  upon  the  surface.  If  the  echinoroecus  develops  upon  the 
convex  surface  it  forces  the  diaphragm  far  up  into  the  pleural  cavity,  and 
causes  compression  of  the  lung  and  displacement  of  the  heart. 

Occasionally  the  cchinococcus  penetrates  the  diapliragm  and  extends  into, 
or  perforates  into*  the  pleural  cavity  or  the  bronchi.  When  the  cyst  spreads 
into  the  alidominal  cavity,  it  causes  displacement  of  the  stomacb  and  inte^ 
tines.  It  occasionally  adheres  to  these  organs,  and,  final h\  ruptures  into 
them ;  or,  in  the  absence  of  adhesions,  it  may  perforate  the  abdominal  cavity. 
This  is,  however,  rare.  In  such  cases  fatal  peritonitis  is  the  immediate  con- 
sequence, while  with  rupture  into  the  stnmaehj  intestines,  etc.,  ultinmte  recov- 
ery is  possible.  The  paths  which  the  echinococci  may  make  for  tlu'iuselves 
are  numerous. 

Echinococci  of  smaller  size  often  produce  no  symptoms,  or,  at  least,  not 
for  a  long  time.  Usually  only  with  increasing  growth  does  the  parasite  mani- 
fest its  presence.  Symptoms  arc  at  first  bieal.  such  as  a  sense  nf  press^ure, 
of  heaviness,  or  occasionally  pain.    Frequently  eciiinococci  of  considerable  size 
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lire  w*n  which  Lave  grovn  aliDOst  withoiit  frmptoms.  They  finallj,  however, 
l^nA  to  i'>:jA!i/:f:Tri*:TiX  of  adjacent  organs.  pardculajlT  of  the  lung  and  the 
h'^n,  and  a  proir^lDenc^  apjjears  in  the  hepatic  region  and  in  the  lower  parts 
of  the  thora.T.  Protul»eran<:^ei?  from  the  size  of  an  apple  to  that  of  a  child's 
h'^d  arfr  uot  rar«r.  and  thfrj  may  be  rec<Pgn32€d  bj  inspection  and  palpation. 
Palpation  is  alrrj^/^t  alway*  painless.  Hydatid  thrill,  a  symptom  which  has 
\fiiin  iij^ntion':*!  r^i  oftf-n.  is  r>ecasional]y  pn-^ent.  I  have  only  rarely  been 
nhU:  to  f-licit  it.  Jaundif.ie  h  by  no  means  frequent.  As  the  size  of  the  tumor 
incT'^a-^r-  it  jrives  rirfe  jiarticularly  to  gastric  difficulty:  disturbance  of  appetite, 
nauK-a,  a  tendency  to  vomit,  constipation.  Dyspnea,  cough,  attacks  of  fear, 
cardiac  palpitation,  etc.,  al?<»  occur. 

W'U'iU;  the  rY;ur^,'  has  fireviously  been  afebrile,  when  suppuration  of  the 
cvrt  ff<:^:urh  high  fcvr.T,  chills,  and  great  pain  appear,  and,  if  suppuration  be 
Jong-continuc'l,  py«,'njic  ph^momena  in  the  limgs,  spleen  and  kidneys  may  bring 
a  thrfrat'fning  change.  Kupture  into  the  pleural  cavity,  into  the  lungs,  and 
into  the  aWorninal  cavity  may  also  give  rise  to  a  condition  of  collapse,  pyo- 
imcurnothorax,  p^-'ritonitis,  etc.,  and  may  seriously  endanger  the  life  of  the 
pati<;nt.  Or  jK-rf oration  into  the  stomach  or  intestine  may  lead  to  vomiting 
or  dir/'harge  of  the  characteristic  contents  of  the  cyst.  Rupture  into  the 
hiliary  par^agcs  wc  have  several  times  known  to  cause  the  discharge  of  bile- 
htained  cy-t^  or  .-hnds  of  membrane  with  the  symptoms  of  a  colitis  hepatica. 

in  rare  caK'H  the  c<;hinococciLS  is  felt  beneath  the  abdominal  walls  far 
n'fijoved  from  its  original  seat,  and  here  finally  leads  to  rupture. 

T\i(t  foiirr-e  de-:erilK,*<l  is  not  invariable  in  echinococcus  disease.  Fortu- 
nately, iIk*  erliinofrKctis  not  seldom  develops  to  only  moderate  size.  It  dies, 
iIm;  sac  contract.-,  anrl  the  contents  are  absorl)ed.  Calcareous  nodes  and  broken 
chcc-iv  ina-.-cs  in  which  pf)rtions  of  the  echinococcus  may  be  recognized  are 
occa-ional  autof)^y  finrlings.  In  the  Pomeranian  report,  compiled  by  Wiede- 
niann  at  my  in-ti;:ation,  and  including  more  than  153  cases,  echinococcus 
of  the  liver  oc^urn-d  :n  times  =  33.01  per  cent,  as  an  accidental  autopsy 
finding. 

The  .-ame  cnmpihition  gives  data  concerning  the  prognosis  of  echinococcus 
ca.-e-.  In  :.'.s  in-tance^  tliere  was  no  o})erative  treatment.  Twelve  patients 
died  of  chronic  in\alidi-m.  Spontaneous  recovery  by  perforation  into  the 
lung  and  inle-tinn  occurred  in  S  patients.  In  8  other  cases  the  further  course 
wa-i  unknown.  In  11  oj)erativc  cases  recovery  followed  in  34  =  82.92  per 
(M'lit.     lrii|»ro\<'mrnt  occurred  in   1  =  9.7,*)  per  cent.;  3  died  =  7.31  per  cent. 

In  the  diircn-ntiai  dia^rnosis,  Ix'sides  amyloid  fatty  liver  and  hypertrophic 
cirrho-i-  di-eas<'s  which  are  sulliciently  characterized  by  the  accompanying 
svm|)tom>  \vi'  niu>i  consider:  IIej)atic  ahscess,  cancer  of  the  liver,  syphilis 
of  Ihe  liver,  drop.-y  of  the  ^^dl-hla(hler,  hydronejdirosis,  etc. 

Lenrdiof  call-  attention  to  a  symj)toni  he  ohserved  in  cysts  of  the  lower 
[>art  of  the  liver  -an  "'  inspirfiftjrjf  furrow.-^  V\)(m  deep  inspiration,  accord- 
ing' to  hi«^  ohservation,  the  prominence  of  the  ahdonuMi  due  to  the  tumor  moves 
downward  while  the  skin  retracts  above  this,  and  between  the  arch  of  the 
rihs  and  the  prominence*  a  flat  furrow  is  formed. 

Ahscess  of  the  liver  usually  develops  acutely,  and  is  accompanied  by  a  chill. 
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by  decided  pain  and  rapid  \q^s  of  strength.  DitFercatiation  between  hepatic 
abscess  and  a  suppnrating  echinococcus  cyst  is  frec|iieiitly  very  dillicult. 
Neither  is  differentiation  Ijetwecn  a  cyst  antl  a  si>ft  cancer  nodide  easy,  for 
such  nodules  may  frcrjiiently  pmduce  the  signs  of  tluct nation.  Confu&iion 
with  dropsy  of  the  gall-bladder  may  readily  be  avoided,  as  its  position  remote 
from  the  liver,  the  form  of  the  tnraor,  and  the  anemia  will  point  out  the 
correct  diagnosis. 

The  oval  form  of  hydronephrosis,  the  immobility  in  respiration,  its  posi- 
tion in  relation  to  the  colon,  palpation  in  the  knee-elbow  po.^ition,  and  an 
examination  of  the  urine  will  prevent  us  from  confounding  echinococcus  with 
hydronephrosis. 

Miiltilocular  echinococcus  also  frequently  exists  for  a  long  time  withont 
symptoms,  and  then  the  sensation  of  fulness  and  heaviness  in  the  epigastrium 
and  stubborn  jaundice  appear.  Bulging  in  the  hepatic  region  constantly  in- 
creases as  the  result  of  the  decided  enlargement  of  the  organ.  Palpation 
reveals  a  tumor  of  hard  consistence  like  cartilage;  the  surface  is  smooth  and 
nodulated.  Fluctuation  at  first  is  limited  to  individual  parts.  The  spleen 
ia  usually  enlarged.  Xutrition  gradually  suffers;  ascites,  anasarca  and  at- 
tacks of  fever  occur.  Death  results  after  one  or  several  years,  accompanied 
by  the  symptoms  of  marasmus. 

In  form  and  size,  and  in  the  hardness  of  the  liver,  multilocnlar  echinococcus 
resembles  hepatic  cancer.  But  the  course  of  the  disease  is  slower,  and  nutritive 
disturbances  develop  only  in  the  advanced  stages.  S>^hilis  of  the  liver  pre- 
sents other  forms  and  degrees  of  enlargement.  The  chills  and  marked  jaun- 
dice which  usually  occur  in  abscess  of  the  liver  will  ditfcrcntiatc  this  afTection 
from  multilocnlar  echinococcus.  Hepatic  cirrliosis  and  amyloid  liver  will,  as 
a  rule,  be  easily  differentiated  from  the  hydatid.  The  prognosis  has  usually 
been  considered  absolutely  unfavorable.  We  have  already  called  attention  to 
the  results  recently  obtained  by  operation, 

Echinococcuj^  of  the  pancrm^  has  been  described  by  Subboitic,  Pcricic  and 
Salis. 

Erhinococcus  of  the  spken  is  rare;  according  to  the  Pomeranian  statistics 
it  occurred  in  4  per  cent,  of  the  cases,  in  the  Mecklenburg  statistics  in  only 
1.06  per  cent.  The  parasite  finds  a  favorable  medium  for  its  growth  in  the 
Boft  splenic  tissue.  In  the  main,  the  symptoms  of  splenic  echinococcus  resem- 
ble those  of  hepatic  echinococcus,  but  with  the  difference  that  the  formation 
of  tumor  is  only  upon  the  left  side.  Splenic  echinococcus  is  not  rarely  com- 
plicated by  echinococcus  of  other  organs. 

EcJiinococms  of  the  kidney,  which  in  the  Mecklenburg  statistics  consti- 
tutes 3.5  per  cent,  of  the  cases,  and  in  the  Pomeranian  4.58  per  cent,,  usually 
develops  in  the  cortical  substance.  Kenal  echiuococci  for  tbc  most  part  are 
unilateral.  As  it  grows  all  parts  of  the  kidney  may  be  implicated  in  the 
disease,  and  the  kidney  be  transformed  into  a  large  echinococcus  cyst.  This 
cyst  extends  into  the  abdominal  cavity,  and  leads  to  dislocations  and  to  adhe- 
sions to  neighboring  organs.  Diseases  of  the  most  varied  kind  may  thus 
be  simulated.  Small  tumors  produce  no  symptoms:  larger  ones  cause  pressure 
phenomena,  difficulty  in  respiration,  etc.    After  years  the  symptoms  of  maras- 
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mus  develop,  prorided  mptuie  into  the  pelvis  of  the  kidney  and  discharge  of 
the  cvsts  have  not  occurrei  The  urine  which  mav  be  voided  prior  to,  with, 
or  after,  the  di^rharge  of  the  cvst  is  turbid,  occasionally  of  a  soapy-alkaline, 
rnilky,  or  turbid  appearance,  and  in  the  sediment  the  chimieteristic  contents  of 
the  cy.-?t  are  found-  After  discharge  the  palpable  tumor  disappears,  to  recur 
after  iome  time.  The  affection  may  last  for  many  years.  Occasionally  the 
echinococeus  takes  other  roads ;  perforation  into  the  pleural  cavity  and  abdom- 
inal cavity  has  repeatedly  been  observed. 

Renal  echinococ-cus  differs  from  cysts  of  the  liver  and  of  the  spleen  by  the 
immobility  at  its  base,  by  its  outlines  which  may  be  determined  by  percussion 
from  the  borders  of  these  organs,  and  by  dislocation  of  the  colon.  The  differ- 
ential diagnosis  between  renal  echinococeus  and  hydronephrosis  is  very  diffi- 
cult. The  histork'  of  the  development  of  the  tumor,  the  proof  of  a  hindrance 
to  the  discharge  of  urine,  the  previous  presence  of  renal  calculi  or  of  a  stasis 
pyelitis,  point  to  the  presence  of  hydronephrosis. 

The  prognosis  of  renal  echinococci  is  considered  by  most  authors  to  be  very 
grave.  Fortunately,  with  the  advance  of  modem  surgery,  operative  treatment 
gives  lictter  results  than  formerly. 

In  the  adrenals  only  one  case  each  of  the  cystic  and  of  the  midtilocular 
form  has  up  to  the  present  been  found. 

Echinococeus  of  the  urinary  bladder  has  been  reported  by  Hinsworth  and 
Schonfeld. 

Winterberg  has  described  a  case  of  echinococeus  of  the  prostate  gland. 

Echinococci  in  the  abdominal  cavity.  Primary  cysts  of  the  peritoneum 
appear  to  Ix;  rare.  They  are  always  multiple.  Their  origin  may  be  referred 
to  a  profound  general  infection  or  to  an  autoinfection.  The  parasite  is 
usually  found  simultaneously  in  other  organs.  Numerous  adhesions  may  fre- 
quently preclude  the  determination  of  the  point  of  origin.  The  symptoms 
which  result  are  due  to  the  pressure  exerted  upon  the  abdominal  organs. 
Perforation  is  rare. 

Primary  rclroporHoneal  echinococci  are  not  often  found  except  in  the 
connect ivr*  tissue  of  the  pelvis  and  in  the  female  genitalia,  where  the  cysts 
are  situated  subs<Tously.  In  the  Pomeranian  statistics  we  find  only  one  case 
of  this  kind  descrihed  hy  Bitter.  Karewski  recently  published  two  cases.  The 
hymj)toiiiatolo;ry  is  u-^ualiy  obscure,  and  when  suppuration  takes  place  it  points 
to  a  f)(?ri nephritic  abscess.  On  account  of  the  pressure  of  the  thick  layers  of 
muscles  and  of  the  bomjs  of  the  trunk,  held  by  tense  fascia,  the  echinococeus 
finds  but  little  room  for  ^^rowth,  and  is  forced  to  develop  from  the  surface 
by  dau*:}iter-  and  <rran<ldaughter-cvsts  of  exogenous  growth.  Conspicuous 
symptoms  appear  only  when  suj)puration  occurs.  To  facilitate  the  diagnosis, 
Karewski  advises  exploratory  puncture,  all  danger  being  obviated  by  the  extra- 
jieritorK'jd  position. 

Erhiriororfi  of  tJir  wrscnlrrj/  are  somewhat  infrequent,  and  their  diagnosis 
is  not  easy.  In  re^'ard  to  their  differentiation  from  cysts  of  the  omentum, 
Ilahn  stat(s  that  thc^  latter  can  come  into  (piestion  only  when  fi.xed  loops  of 
infest im-  can  Ik;  determined  between  the  tumor  and  the  abdominal  wall,  or  in 
the  surroundings  of  the  tumor,  or  in  the  limits-  which  may  be  defined  by 
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palpation  or  hy  adhesions.  If  the  intestiJie  ij^  in  front  the  tympanitic  note 
of  tlie  hitter  is  the  tiiost  important  diagnostic  symptom. 

Edn'noroccu.'i  of  (he  omrninm  h  rarely  unilocuhir.  Cases  of  this  kind  Imvo 
been  pnblislied  by  Uriinig  and  LiitkLrtiudlen 

Echinococcus  of  the  true  pelvis  and  of  the  genitalia.  In  the  male,  eehi no- 
cocci  in  the  true  pelvis  develop  in  the  space  between  the  rectum  and  the  blad- 
der. Their  ^^owth  leads  lo  disturbances  of  function  of  the  rectum  and  bladder. 
Now  and  tlien  perforation  into  the  rectum  occurs. 

In  the  female  we  tind  ethinovocms  in  the  uterus,  in  the  ovaries,  in  tks 
Ugamenia  latay  in  the  anterior  and  posterior  halves  of  the  pelvis. 

In  the  uterus  the  ediinococcusj  usually  develops  in  the  submucous  tissue. 
Scanner  s  view  tliat  the  embryo  in  its  wanderings  reaches  the  abdominal  open- 
ing of  the  Fallopian  tube  grasped  by  the  fimbriie,  enters  the  cavity  of  the 
uterus,  and  develops  fully  there,  is  rpiite  properly  rejected  by  Sehatz  for  the 
majority  of  cases.  The  submucous  seat  is  explained  by  Sehatz  from  the  cir- 
cumstance that  the  embryo,  owing  to  greater  strength  of  tlie  blood  current 
in  that  direction,  particularly  at  the  time  of  menstruation,  is  forced  against 
the  interior  muscular  layer  near  the  mucosa.  It  evidently  develops  in  the 
muscles,  and  finally,  when  labor  pains  occur,  enters  the  cavity  of  the  uterus 
through  the  muscles  which  Imve  gradually  become  atrophic.  The  hydatid  has 
also  been  found  in  a  sulvserous  position. 

The  ecbinococcus  lodged  in  the  wall  of  the  uterus  is  commonly  mistaken 
for  a  myoma,  if  echinococci  have  not  appeared  in  other  organs.  The  circum- 
stance that  the  wall  of  the  uterus,  whicli  in  the  case  of  myoma  is  usually 
decidedly  hypertrophicd,  is  not  found  so  in  the  case  of  ecbinococcus 
(Schatsi)  may  be  utilized  in  the  diagnosis.  Subserous  myomata  develop 
only  a  moderate  muscular  hypertrophy ;  their  consistence  is  not  character- 
istic. Thirteen  cases  are  mentioned  in  literature  in  which  the  ecbinococcus 
sac  was  an  impediment  at  birth  (Schmidt,  *'  Ueber  Ech.  in  weibL  Becken," 
Diss.  181»3). 

Echinococci  of  the  ovaries  and  Ugamenta  hia  are  rare.  Sehultze  could 
collect  from  literature  only  eleven  cases  of  echinococcus  of  the  ovary,  to  which 
he  added  two  cases  that  came  under  bis  own  observation,  Hchatz  remarks 
concerning  the  diagnosis  that  a  tumor  of  about  the  size  of  an  orange,  veiy 
deeply  seated  near  the  uterus,  should  cause  us  to  suspect  ecbinococcus.  Later 
a  group  of  such  tumors,  of  equal  size  and  closely  situated,  forms  an  important 
diagnostic  symptom.  K.xtrauterine  pregnancy  on  account  of  its  rapid  progress, 
and  disease  of  the  tubes  on  account  of  the  characteristic  form  of  the  enlarge- 
ment, can  scarcely  be  confounded  with  echinococcus.  Beowit  recently  saw 
both  tubes  transformed  into  echinococcus  sacs. 

Ecbinococcus  of  the  ccffnlar  (issue  of  the  pelvis  is  in  the  majority  of  cases 
found  upon  the  inner  surface  of  the  posterior  wall,  less  fre<]uently  upon  the 
anterior.  The  diagnosis  is  greatly  facilitated  by  the  ease  with  which  the 
diseased  area  may  be  reached.  Echinococcus  of  the  pelvis  may  be  suspected 
if  one  or  several  smooth.  tens<\  elastic  but  slightly  movable  tumors,  not  painful 
upon  pressure,  are  found,  and  the  ovaries  may  be  distinctly  determined.  In 
many  cases  the  cyst  is  situated  between  the  uterus  and  the  rectum.     Fever 
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and  cachexia  are  absent  The  simultaneous  presence  of  the  parasite  in  other 
organs  facilitates  the  diagnosis. 

Echinocooei  of  the  scrotum,  the  epididymis  and  the  tunica  vaginalis  have 
been  observed  in  a  few  cases. 

Echinococcus  of  the  bones  is  rare.  In  the  Pomeranian  statistics  not  a 
single  case  is  mentioned. 

The  parasite  is  found  more  frequently  in  the  long  bones  than  in  the 
short  bones.  In  the  eases  collected  by  Poppe,  the  frequency  with  which  differ- 
ent bones  were  affected  was  as  follows :  Humerus  23  per  cent.,  pelvis  and  tibia 
18  per  cent.,  vertebral  column  and  femur  13  per  cent.,  frontal  bone  5  per  cent., 
sphenoidal  bone,  scapula,  index  finger,  sternum,  and  ribs  each  1  case. 

The  parasite  develops  in  the  medullary  cavity,  i.  e.,  in  the  spongy  sub- 
stance, and  is  at  first  entirely  latent.  Only  with  increasing  growth  do  char- 
acteristic changes  occur.  In  the  long  tubular  bones  the  medullary  cavity 
dilates,  the  wall  of  the  bones  becomes  eroded,  the  external  wall  thin.  Often 
there  is  severe  pain.  Slight  trauma  leads  to  spontaneous  fracture  without 
any  previous  symptom  of  disease  of  the  bone.  The  fracture  does  not  heal,  a 
fact  which  usually  enables  us  to  recognize  the  nature  of  the  affection.  Schnitz- 
ler's  case  proves  that  occasionally,  even  in  echinococcus  of  the  long  tubular 
bones,  decided  changes  in  form  and  circumference  of  the  bones  may  take 
place. 

NEMATODA,  THREAD-WOSMS 

The  nematoda  are  slender,  cylindrical,  curved,  thread-like  or  tubular 
worms.  Their  surface  is  smooth  and  curled,  <x*casionally  supplied  with  hook- 
lets,  hairs,  or  bristlets.  The  anterior  end  of  the  body  in  which  the  mouth 
cavity  is  situated  is  somewhat  slender,  the  posterior  end  is  pointed  or  rounded. 
The  anus  is  usually  found  upon  the  ventral  surface.  The  nematoda,  at  least 
those  which  are  parasitic  in  man,  are  of  different  sexes.  The  males,  as  a 
rule,  are  shorter  and  more  slender  than  the  females.  In  the  males  the  posterior 
end  of  the  trunk  is  usually  curved,  while  in  the  female  it  shows  a  straight 
elongation.  In  ihe  male  the  sexual  opening  and  the  anus  are  one,  while 
in  the  female  the  former  is  usually  found  at  about  the  center  of  the  body. 
Of  the  nematoda  which  are  parasitic  in  man  I  shall  briefly  mention: 

Rhalnlitis  terricola*,  Dujardin,  1815,  wliich  was  once  found  in  the  cadaver. 

Rhalxlitis  pcllio,  Schneider,  IHGG,  was  found  in  acid  urine  containing  albu- 
min, blood  and  pus.     I  hclieve  that  I  once  saw  this  parasite  with  Westphal. 

Khahditis  Xiellyi,  Blanchard,  1885,  in  a  cabin  hoy  produced  an  itching 
skin  eruption. 

An<rnillula  putrcfacicns,  Kiihn,  1HT9,  was  onc(^  ohsorvod  in  vomitus.  The 
parasite  was  evidently  taken  into  the  stomach  of  the  alFected  individual  with 
onions,  and  then  had  j)roduced  vomiting. 

Of  (hridedly  ^^reater  interest  is: 

AnguiUula  inlcstinaHs  et  strrcornJis,  Btivaij,  1877. 

In  187(;  Xormand,  a  French  marine  siir<reon,  found,  in  the  feces  of  a 
soldier  who  sulfered  from  the  so-called  Cocliin-China  diarrhea,  anguillula  which 
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were  desi^ated  !\v  Bavay  as  aoguilkila  stercoral  is.  Another  parasite  soon 
afterward  found  by  Normand  in  patients  of  thii?  kind  was  descrilted  by  Bavay 
as  anguilhda  illte^^tinalis.  By  tlie  investigations  of  Leuckart,  Gra^si,  and 
Leichtenstern,  the  relations  of  these  parasites  liave  been  determined  with  eer- 
tainty.  For  purposes  of  study,  I  may  refer  to  the  investigations  of  the 
previously  mentioned  authors  as  well  as  to  those  of  Askanazy  and  Zinn. 

According  to  tliese  inv(\stigation5!  the  development  occurs  in  the  following 
manner:  the  hermaphroditic  mother  animal  of  the  anguiitnla  intestinalis^ 
according  to  Askanazy,  lodges  in  the  intestinal  wall,  chiedy  in  the  mucous 
membrane,  and  frequently  lx>res  its  way  into  the  epithelium  of  the  gland, 
there  to  take  up  nutritive  products.  The  females  at  the  same  time  deposit 
their  eggs^  liere.  Tiie  ova  are  transformed  into  eudjryos  which  then  enter 
the  intestinal  eavity.  These  are  met  with  in  fresh  feces,  often  in  groat  num- 
bers, and,  aeeording  to  Zinn,  in  about  twelve  hours  are  transformed  into  fHaria- 
like  larvie.  These  again  enter  the  intestinal  eanal  of  man,  and  are  here 
fonned  into  parasitic  auguillula.    This  process  is  ealhifl  direct  metamorpho.sL'^. 

Other  emltryos  of  auguillula  intestinalis  develop  outside  the  body  in  about 
two  to  three  days  into  sexually  ripe  male  and  female  animals  (rbalxiitis  ster- 
coralis).  The  direct  descendants  of  these  are  the  eiubryos  of  the  rbatvditis 
Btercoralis,  froui  which  the  filaria-like  larva^  are  again  formed.  The  latter 
wander  into  the  intestiual  canal  of  fvian,  and  grow  into  mother  animals  of  the 
parasitic  anguillubi  intestinalis.  This  mode  of  development  is  designated  by 
Leuekart  as  helcrogenif.  This  heterogeny,  as  was  first  empliasi/.ed  by  Leieh- 
tenstcrn,  dws  not  occur  in  tiie  majority  of  cases,  particularly  in  tliose  of 
European  origin. 

Anguilluliasis  occurs  not  only  in  southeastern  Asia,  Martinique  and  Bra- 
zil, but  was  met  w^ith  in  1878  and  1871*  by  Grassi  and  Parona  in  Italy,  simul- 
taneously with  anchyloslomiasis.  Lately  Askanazy  found  them  in  a  game- 
keeper in  East  Prussia  who  had  never  left  his  home,  and  who  never  came 
in  contact  with  Khenish  brickmakers. 

The  parasites  live  in  the  juices  of  the  small  intestines.  Askanazy  also 
found  them  in  the  tissues  of  the  mucosa^  sometimes  stretched  out  or  rolled 
together.  They  distribute  themselves  in  the  muscularis  mucosa,  and  are  met 
with  in  great  nuruljcrs  in  the  region  of  Lieherkiihn's  glands.  The  parasite 
enters  the  walls  of  the  intestines  to  partake  of  the  chyle.  Here,  accor<ling 
to  Askanazy,  the  eggn  are  dcposite<L  and  tlie  parasite  goes  through  its  stages 
of  development,  Teissier  has  observed  that  the  emljryos  occasionally  enter  the 
circulation.  Askanazy  seems  to  favor  the  view  that  the  parasites  are  to  be 
regarded  as  no  more  than  simple  commensals. 

Of  special  interest  is  the: 

Filar ia  mfdinensi^^  Velsch,  1*j74. 

The  females  attain  a  length  of  from  60  to  80  cm.  and  in  form  and  appear- 
ance resemble  a  catgut  string.  The  male,  according  to  Charles,  has  also 
recently  been  found.  It  is  only  4  cm.  in  length.  Dracontiasis,  as  the  path- 
ologic phenomena  produced  by  the  parasite  were  called  by  Galen,  is  due  to 
the  fact  that  the  worm  penetrates  the  human  organism,  and  may  remain  for 
86 
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a  long  time  nnder  the  skin  of  the  connective  tissue  entirely  ktent  Only  after 
rymipletifjg  it-»  full  growth — the  period  of  inculiation  appears  to  be  from  eight 
to  icn  riionth.-i — (W:-i  it  leave  the  papillary  bodies  of  the  corium  by  the  forma- 
tion of  an  abr^^f^-s. 

The  iri'-^lina  worm  is  most  frequently  found  in  tropical  conntrieSy  particu- 
larly in  ihf.  Old  World:  in  Arabia,  around  the  Persian  Gulf,  upon  the  Ganges, 
the  Ca^-pian  S^;a,  in  Upper  Egypt,  Abyssinia  and  Guinea.  It  has  also  been 
carrie^l  to  South  America. 

The  filaria  embr\'os  enclosed  in  the  uterus  can  only  secure  their  freedom 
by  rupture  of  the  mother  animal.  How  their  further  dissemination  in  the 
human  organism  takes  place  has  not  yet  been  definitely  determined.  It  has 
U*<rri  thought  that  the  embryo  finds  ingress  through  the  skin.  Some  authors 
aHsume  that  inferrtion  is  c^mveyed  by  drinking-water.  Probably  the  worm 
findrt  a  hold  around  the  lower  extremities,  especially  about  the  malleoli  It  is 
much  more  rarely  found  upon  the  upper  parts  of  the  body. 

The  wyjrij>toms  resemble  the  formation  of  a  furuncle,  at  the  base  of  which 
the  paranite  is  iinan.  Ifpon  extraction  of  the  worm,  rupture  of  the  parasite 
HhouM  ]ni  avoidr^l,  and  care  should  Ik*  taken  to  leave  no  fragments  behind, 
for,  oth«;rwi.-<%  (h^oided  inflammation  soon  appears. 

A  more  delicate  and  smaller  parasite  is: 

Filaria  loa  Guyoi,  1778, 

whirh  Kwigrs  iKftwoen  the  conjunctiva  and  bulbus  oculi,  and  gives  rise  to  abscess 
friniiation  in  this  region.  The  parasiie  is  found  chiefly  in  negroes  upon  the 
M'esi  itydA  of  Africa,  also  in  South  America  and  in  the  Antilles. 

Tin;  other  fiiariji*  are  not  of  sj)ecial  interest.  Among  these  I  may  mention 
the  filaria  hntis,  l)i(!sing,  1851,  the  filaria  hominis  bronchialis,  Rudolphi,  1819, 
the  fihiria  hihialis,  PafH;,  1804,  the  filaria  inermis,  Grassi,  1887,  the  filaria 
ifiiniitis,  L<i<ly,  1H5(;,  Wm  filaria  rcctiforinis,  Leidy,  1880,  the  filaria  hominis 
oris,  I.ci«Iy,  l-s:>(),  tin'  htrongylus  bubtilis,  Loos,  IbUo,  and  the  filaria  volvulus, 
I/Mickart,  1H'J;J.  . 

Filaria  Jiancrofti,  Cohhold,  1887. 

Th<'  crnhrvos  of  this  ])arasit('  wore  found  in  the  fluid  of  a  hydrocele  by 
Dcrnanjnny  in  isO.'J  in  a  llavanesi*.  'i'hry  wrn?  found  later  in  the  blood, 
the  urinr,  and  in  iIk;  cliylc  in  so-called  lynipii-scrotuni  and  in  elephantiasis. 
Mancrolt  and  L<wis  found  (Ik*  niatuni  sexual  forms  in  the  lymph- vessels.  The 
frriial<'-  Im-mp  li\in;r  youn<r,  vvliicli  (»nt(.'r  tin;  1»1(mmI  with  tlie  lymph-stream.  Ac- 
conlin;.'-  lo  Man-nn  ihc-y  ('nt<*r  tlic  blood  only  after  sunset;  after  midnight 
tiirir  niiiiilMT  a;rain  dc'cn-ascs.  If  the  |)ati<*nt  sK-ep  during  the  day,  the  em- 
l)r\n-  a|»|H;ir  in  the  I)1o(m1  during  the  daytime. 

Thi-  prriodir  api^'araiice  is  e\j)laine<l  by  v.  Linstow  hy  the  circumstance 
tluit  th«'  |MMi|)hrral  cutaneous  vessels  dilate  durin;:  sle(»p,  and  thereby  permit 
the  entiame  of  the  endu'yos,  wliieh  otherwix*  would  only  Ik?  present  in  the 
larger  \e.->«'U.  Man<on  states  that  the  aj>pearanee  of  the  embryos  is  simul- 
taneous with  the  >\varmin«:  (d'  mosipiitoes,  which  suck  the  hlood  of  the  afTocte<l 
|)er>on,  and  are  then  lilled  with  (inhryos.     A  part  of  the  young  brood  develop 
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with  the  mosquitoes,  and  a  part  are  (lestroyetl.  The  foniale  mosquitoes  die 
after  deposit  in  t^^  tlieir  eggs  in  water.  But  the  mature  filaria,  meanwhile,  have 
acquired  tlie  power  nl  Hvrng  for  a  tiuie  iu  water.  With  tlie  water  they  enter 
the  human  hont  and  there,  chietly  in  the  lynrph-vessel  system,  they  become 
sexually  mature  animals. 

The  male  parasite  u  ahout  83  ram.  in  length,  and  has  the  thickness  of  a 
hair  of  the  hea^h  while  the  female  is  155  mm,  in  length  and  0.7  mm.  in 


•    • 


Fig,  5.;i.  —  I-'elakia   l-JMii^ni ',-. 
Tbia  prepftration  I  owe  to  the  kindness  of  Pfofessor  Magathaes  of  Rio  de  Janeiro. 

breadth.  The  posterior  end  of  the  male  is  pointed,  and  rolled  in  a  spirah 
The  Bexual  opening  of  the  female  is  close  to  the  head.  In  fre:^h  hlomi  the 
embryo  shows  active  movements  of  hoth  ends;  it  is  perfeelly  transparent,  and 
only  in  the  middk*  ot  a  parasite  may  a  few  granule  clomps  he  recognized. 
Scheuhe  found  them  upon  the  average  O.^HJ  mm.  long  and  0.004  mm.  broad. 
The  home  of  the  filaria  is  tropieal  Asia,  Africa,  America,  and  Australia, 

Besides  the  filarial  of  Bancroft  and  Cohliold,  other  lilood  filariiB  are  also 
found.  The  filaria  MagatliSesi  must  first  Im'  mentioned.  It  is  deeidwlly  larger 
than  those  previously  named,  and  in  Brazil  lives  in  the  heart  of  man.  Fur- 
thermore, Manson  has  described  the  filaria  sanguinis  hominis  major^ — ^the 
filaria  diurna,  Manson  ;  the  filaria  sanguinis  minor — the  lilioria  perstans,  Man- 
son  ;  the  filaria,  Demarquayi ;  the  filaria,  Ozzardi.  The  sexually  ripe  form  has 
not  yet  been  found,  and  v.  Linstow  believes  these  filaria  to  be  developmental 
phases  of  one  and  the  same  embryonic  larval  form. 

The  fihiria  produce  marked  symptoms  in  the  lymphatic  system,  the  walla 
of  which  show  inflammatory  changes.  Thrombosis  and  cicatricial  closure  of 
the  lymphatics  cause  varicose  dilatation  of  the  peripheral  vessels  and  the  forma- 
tion of  lymph-cysts.  These  rupture  and  their  contents  are  set  free  in  the 
urinary  bladder,  under  the  cutis,  or  in  other  tissues.  The  perilymphatic  con- 
nective tissue  is  also  inflamed.  Finally  symptoms  are  produced  \vhieli  resem- 
ble elephantiasis. 
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The  filaria  embryos  appear  to  circulate  for  a  long  time  in  the  blood  before 
they  produce  symptoms.  Gradually  general  malaise  develops,  also  pain  in  the 
small  of  the  back  and  renal  region,  and  in  the  scrotum,  followed  by  an  inter- 
mittent hemaiochyluria.  Fever  and  enlargement  of  the  spleen  often  accom- 
pany the  symptoms.  After  continuing  for  days  and  weeks  these  phenomena 
cease,  to  reappear  at  the  end  of  a  certain  period.  During  the  attack  the  urine 
is  of  a  peach-red  color.  Blood  and  blood  coaguli  are  found  in  the  sediment, 
while  ilie  urine  above  this  is  turbid,  whitish,  and  has  a  tint  of  yellow  not 
unlike  diluted  cream.  Upon  the  surface  a  cream-like  fatty  layer  may  fre- 
quently be  noticed.  Sugar  and  peptone  are  absent;  cholesterin,  lecithin, 
neutral  fats,  and  fatty  acids  are  present.  Besides  the  embryos,  red  and  white 
corpuscles  and  large  and  small  fat  globules  are  found.  Gradually  the  lymph- 
glands  enlarge,  in  the  males  the  scrotum,  in  the  female  the  labia.  The  symp- 
toms disappear,  to  return  in  a  short  time  in  an  exaggerated  form.  Elephan- 
tiasis-like swellings  form  upon  the  lower,  and  later  upon  the  upper,  extremities. 
The  disease  finally  causes  death,  after  running  a  course  for  years  with  the 
symptoms  of  marasmus. 

Whether  recovery,  which  occasionally  is  spontaneous,  is  due  to  remedies 
or  not  is  very  questionable.  Drugs  appear  to  have  no  influence  upon  the  para- 
site. Surgical  interference  has  been  frequently  attempted,  but,  according  to 
Scheube,  does  not  prevent  relapses.  The  utmost  stress  is  to  be  laid  upon 
prophylaxis,  and  in  this  the  question  of  drinking-water  is  of  special  impor- 
tance. The  habit  of  drinking  unfiltered  water  from  ditches  and  cisterns  in 
the  tropics  is  undoubtedly  a  cause  of  the  distribution  of  the  parasite.  Physi- 
cians living  in  these  regions  strenuously  advise  that  only  filtered  water,  or 
drinking-water  from  closed  conduits,  be  used. 

It  is  (»vident  that  our  knowledge  of  filariasis  is  far  from  complete,  and  it 
is  hoped  that  future  investigations  may  shed  light  upon  some  of  its  dark  prob- 
lems. For  exani])](\  John  O'Xeill  observed  a  filaria  which  produced  pnirigi- 
nous  vesica's  and  nodules  iij)on  the  fingers  and  elbows  with  severe  itching,  and 
of  this  j)arasite  nothing  further  has  been  heard. 

Anion<r  tlu'  most  fnYpient  human  parasites  are  the  ascaris  lumbricoides, 
Linne,  n')8,  triclioceplialus  disj)ar,  Kudolphi,  1801,  and  the  oxyuris  vermicu- 
laris,  Linn(\  1T(>7. 

A  zoologic  (lescri])tion  of  these  parasites  is  unnecessary  as  they  are  well 
known. 

The  ascaris  lurnbricoidcs  resembles  the  rain-worm,  and  is  unquestionably 
the  most  common  parasite  of  man.  Its  embryolo<ry  was  first  clearly  described 
bv  (irassi  in  the  y<'ar  1SS7,  and  he  provcnl  that  it  does  not  re(}uire  an  inter- 
nuMliary  host.  The  fact  of  direct  infection  with  embryo-containing  ova  has 
hem  conlirmcd  by  the  further  investigations  of  Lutz  and  Epstein. 

Boidc-  the  a^caris  lumbricoides,  the  ascaris  mystax,  Zeder  (the  nematode 
of  the  cat  or  do<r),  has  also  been  occasionally  found  in  man.  This  parasite 
is  much  sTFialler  than  that  of  man;  and  upon  the  end  containing  the  head 
two  wing-lik(»  processes  are  situated  which  at  once  distinguish  this  worm  from 
those  mentioned  above. 
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Ascaris  maritimaj  Leuekart,  1876,  has  up  to  this  timo  been  found  only 
once — ^in  Greenland, 

Wherever  asca rides  hosts,  includmg  swine  and  cattle,  distribute  the  ova  in 
the  vicinity  of  huriuin  habitations,  man,  whose  habits  nod  customs  bring  him 
into  close  contact  with  the  foci  of  infectioD,  acquires  the  ova  of  the  nema- 
tode. The  agricultural  population,  in  particular,  by  their  occupation,  and, 
above  all,  the  children,  by  playing  in  the  infected  earth  take  up  the  embryo. 
Children  in  cities  are  much  more  rarely  contaminated.  By  the  slaughter  of 
pigs  and  cattle  at  home  or  in  the  immediate  vicinity,  the  infectious  germs  are 
widely  distributed  about  the  house  and  in  the  garden,  which  is  the  ordinary 
playground  of  the  children.  In  the  first  and  second  years  children  are  much 
more  rarely  attacked  than  in  the  third  year  and  upward.  In  later  life  ascarides 
are  more  rarely  met  with  but  no  age  is  exempt.  Often  infection  occurs 
through  drinking-ivater  or  food,  siich  as  fruit,  vegetables,  and  the  like. 

The  u.sual  scat  of  the  parasite  is  the  small  intestine.  A  single  parasite  is 
rarely  found;  usually  they  collect  in  numbers. 

The  parasites  frequently  produce  no  symptoms,  and  tlicir  accidental  dis- 
charge betrays  their  presence.  When  the  parasites  are  numerous,  they  pro- 
duce  more  or  less  decided  disturbance.  In  the  mUder  cases  only  gastric  symp- 
toms appear:  Anore^via,  nausea,  salivation^  irregular  lx>wel  action.  In  children 
there  is  frequently  a  slightly  sw^ollen  appearance,  deeply  sunken  eyes,  itching 
of  the  nose,  nocturnal  grinding  of  the  teeth.  Various  nervous  symptoms,  such 
as  convulsions,  epileptiform  attacks,  headache,  pain  in  the  back  of  the  neck, 
etc.,  may  occur,  although  these  are  less  frc^iuent,  Dernme  saw  cases  of  severe 
anemia  doe  to  the  presence  of  numerous  nenuitodes;  Baelz  also  believes  that 
ascaris  may  occasionally  produce  severe  anemia.  Leichtenstern  saw  severe 
anemia,  and  in  another  case  larval  malaria  wit!i  enkirgement  of  the  spleen, 
improve  after  expulsion  of  the  ascarides.  These,  as  well  as  many  other  obser- 
vations, do  not  permit  us  to  regard  this  nemato<lc  as  the  harmless  guest  which 
it  is  usually  assujuefl  to  be.  The  severe  nervous  symptoms  have,  for  the  most 
part,  been  looked  u\>im  as  reflex.  The  ol»servations  of  HuIkt,  v.  Linstow  and 
others  have  shown  that  this  nematode  contains  a  poison  which  may  give  rise 
to  urticiiria  and  conjunctivitis.  It  has  a  sharp  mlor,  manifest  even  on  handling 
of  the  |ntrasite.  As  I  have  explaine<l  elsewhere  it  is  quite  possible  to  look 
upon  the  nervous  symptoms  which  accompany  infection  by  nematodes  not  as 
refiejc  but  as  toxic. 

Decideil  local  disturbances  may  also  appear  when  numerous  ascarides  are 
present.  Sometimes,  rarely  it  is  true,  the  worms  may  form  a  ball  so  that  the 
symptoms  of  intestinal  occlusion  may  arise.  Leicldenstern  quest lous  this, 
but  from  the  observations  of  Mosler,  Pelezynski,  Stcpp,  Sperling  and  others, 
it  may  be  considered  as  proven.  The  view^  that  nematodes  may  perforate  the 
intact  mucous  memlrrane  has  not  yet  been  positively  demonstrated  by  investi- 
gation, but  if  ulcer  formation  is  present  it  is  quite  possible  that  the  parasite? 
may  perforate  the  ulcerated  surface. 

It  is  a  remarkable' fact  that  at  certain  times,  especially  in  serious  febrile 
diseases,  ascarides  leave  their  usual  seat,  the  small  intestine,  and  begin  to  wan- 
der.    Either  they  enter  the  large  intestine,  are  voided  from  this  independent ly, 
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and  are  later  found  rolled  up  in  the  bed,  or  they  are  voided  with  the  fecal 
masses.  In  other  cases  they  enter  the  stomachy  thence  the  esophagus,  and  find 
their  exit  by  means  of  the  mouth  and  nose.  If  they  effect  an  entrance  into 
the  larynx,  scjvere  suffocative  phenomena  are  produced  which  may  cause  death. 
Not  rarely  they  find  ingress  to  the  excretory  ducts  of  the  large  abdominal 
glands,  particularly  the  common  gall  duct,  and  thence  reach  the  gall-bladder 
or  the  liver  and  here  produce  serious  lesions.  More  rarely  they  invade  the 
pancreatic  duct  or  the  vermiform  appendix.  The  tendency  of  ascarides  to 
lodge  in  preformed  foramina  explains  their  occurrence  in  the  aMominal  cavity 
after  perforation  of  the  intestine.  If  nematodes  are  capable  of  thus  penetrat- 
ing into  intra-  or  extra-peritoneal  abscesses,  in  their  further  course  they  may 
\)e  found  in  very  remote  situations.  Thus,  nematodes  have  been  discharged 
from  the  bladder,  from  the  uterus,  and  from  abscesses  of  the  abdominal  cavity. 

If  there  is  a  suspicion  of  helminthiasis,  the  microscopical  investigation  of 
the  feces  and  the  finding  of  the  characteristic  ova  will,  as  a  rule,  enable  us  to 
make  a  positive  diagnosis. 

The  prognosis  is  generally  favorable;  only  exceptionally,  by  the  wandering 
of  the  parasites,  are  threatening  symptoms  produced. 

The  administration  of  santonin  will  generally  lead  to  the  expulsion  of  the 
parasite.  This  drug  should  never  be  given  upon  an  empty  stomach,  however, 
as  rapid  absorption  permits  its  toxic  properties  to  appear  before  its  anthel- 
mintic. As  is  well  known,  the  symptoms  of  santonin  poisoning  consist  of 
yellow  sight,  yellow  discoloration  of  the  urine,  general  malaise,  vomiting  and 
spasms,  whicli  may  readily  become  dangerous  in  delicate  children.  Laxatives 
soon  cause  the  discharge  of  the  poison. 

Santonin  is  given  to  children  in  doses  of  0.025-0.05,  to  adults  in  doses 
of  0.1.  Iy)zongos  which  usually  contain  0.025-0.05  of  santonin  may  be  ob- 
tained in  pharmacies,  and  one  of  these  should  be  taken  two  or  three  times 
daily.  T'pon  the  third  day  a  laxative  is  administered,  and  frequently  the 
worms,  which  have  been  only  stupefied,  are  discharged. 

TIk;  oxi/uris  vcrmirularis,  Linne,  1707,  is  also  a  parasite  that  is  well  known. 
The  direct  (levclopriicnt  of  the  oxyuris  without  intermediary  host,  which  was 
indicated  hy  the  investigations  of  Leuckart,  is  generally  accepted.  By  the 
swallowing  of  oxyuric  ova,  Leuckart,  Grassi  and  others  have  directlf  infected 
themselves. 

It  (Iocs  not  a])p('ar  to  me  to  he  sufhciently  recognized  that  the  ova  are  not 
d(^posit(Ml  in  the  intestine;  of  man,  hut  that  the  mature  females  leave  the  intes- 
tine in<I<'|K'nd«'ntly  or  with  \\w  feces.  We  can  never  conclude  from  the  absence 
of  oxyurisova  in  the  feces  that  this  parasite;  is  not  j)resent  in  the  intestine.  Only 
outside  of  the  intestinal  canal  does  the  female  discliarge  its  ova  in  the  fecal 
masses.  Fre«|uently  the  surroundings  of  the  anus  are  thickly  covered  with  oxy- 
uris ova  which  hav(»  heen  (lej)osited  there  hy  female*  parasites  which  have  been  in- 
def)en(lently  (Ii<char;:e(l.  In  the  ova  an  emhrvo  soon  develops  which,  however, 
does  not  e\tru<l<'  from  its  sac  until  after  retran>portation  to  the  human  intes- 
tinal tract.  I'n pared  fruit,  fresh  vegetahles,  herries  and  other  fruits  which 
have  come  into  the  ^lightest  contact  with  infected  feces  often  bring  about  this 
infectitm.     In  other  cases  tran.smission  is  brought  about  by  clothing  which  is 
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used  in  couiinon,  or  by  various  utensils  whieb  may  be  contaminated  witb  ova. 
Ova  have  been  repeatedly  found  in  tbe  dirt  of  the  finger  nails  of  oxyuris  hosts. 
This  observation  sutficiently  explains  why  oxyuris  hosts  are  rarely  found  iso- 
lated in  families,  pension*^,  ete.,  and  the  same  finding  also  exj^lains  tbe  well- 
known  tenaeity  of  the  affcx;tion,  which  has  been  known  to  physicians  for  a 
long  time.  The  ox}Tiris  host  evidently  infects  himself  anew  almost  daily,  or 
even  every  night. 

The  embryos  which  have  been  set  free  in  tbe  stomach  develop  to  sexual 
mahirity  in  the  small  intestine.  The  impregnated  females  enter  tbe  cecum, 
and  there  await  the  time  for  depositing  their  ova.  When  this  period  has 
arrived,  they  wander  toward  the  rectum,  or  lieyond  this,  and  are  discharged, 

No  age  is  exempt  from  tbe  parasite,  but  it  is  particularly  fre<pient  in 
children.  Great  uneleanliness,  huddling  togetb(^r,  and  sleeping  witb  infLTfed 
persons  favor  contagion.  The  expulsion  of  parasites  is  so  constant  because  of 
tlieir  rapid  increase  that  opportunity  for  the  entrance  of  new  ova  may  he  long 
deluycil,  and  it  is,  therefore,  not  rare  for  persons  to  harbor  a  parasite  for  a 
great  many  years. 

If  tlie  number  of  parasites  is  small,  they  fjetray  their  presence  only  now 
and  then  by  itching  and  burning  in  the  reetuni.  In  sensitive  individuals,  after 
passing  through  the  anus,  a  few  parasites  only  may  cause  a  number  of  symp- 
toms. These  disturbances  are  decidedly  increased  by  the  presence  of  consid- 
erable numbers  of  the  oxyuris.  By  their  serpentine  movements  in  tbe  lower 
portion  of  tlie  intestine  they  produce  intense  itching  in  the  anus.  This  is  par- 
ticidarly  marked  as  soon  as  the  patients  go  to  bed.  Sleep  is  prevented  or  is 
interrupted.  The  periodieity  of  these  symptoms  is  eonspicuons,  and  as  yet 
no  sutlicient  cause  for  this  has  been  assigned.  Large  numbers  of  oxynris  cause 
marked  catarrhal  irritation  of  tbe  intestinal  mucous  memhrane,  perhaps  also 
erosions,  which  are  brought  al>out  by  the  active  boring  movements  of  tbe  head 
extremity  of  the  animals.  The  venous  vessels  dilate  as  in  the  case  of  hemor- 
rhoids. Freqnentiy  oxyuriasis  is  complicated  with  hemorrlmidal  conditions 
and  chronic  catarrh  of  the  rectum.  In  consef|uenee  of  this  tbe  bowels  not 
rarely  become  irregular  and  diarrheie^  and  the  symptoms  of  tenesmus  appear. 
A  number  of  consensual  svmptonis  may  also  develop,  which  in  children  readily 
lead  to  onanism.  Oxpiris  may  cause  pruritus;  in  the  vagina  in  girls  a  leukor- 
rbea,  in  the  prepuce  in  boys  a  balanitis.  Marro  found  in  a  pus  cyst  well-pre- 
serve4l  ova  of  oxyuris  vermicular  is. 

Keflex  symptoms  of  tbe  most  varied  kinds,  due  to  oxyuris,  are  said  to  occur 
with  particular  frequency  in  neuropathically  predisposed  individuals;  I  have 
gathered  a  number  of  observations  of  this  kind.  At  all  events,  the  presence 
of  numerous  parasites  is  not  without  an  influence  on  the  affected  organism. 
In  feeble  persons,  particularly  in  children,  we  note  that  the  nutrition  suffers, 
the  patient  bcromes  weak  and  anemic,  and  there  is  loss  of  weight.  After 
expulsion  of  the  parasite,  however,  the  entire  condition  of  the  carrier  often 
improves  suddenly.  Occasionally  the  oxyuris  wanders  into  the  stomach,  from 
here  to  the  esophagus,  to  the  mouth  or  to  the  nose.  Hartmann  saw  the  fre- 
quent expulsion  of  oxyuris  from  the  nose.  It  was  accompanied  l>v  the  most 
severe  irritative  symptums,  epileptiform  attacks,  and  psychical  disturbances. 
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These  were  actually  produced  by  the  parasite,  for  after  its  destmctioD  by  in- 
jections into  the  nose  of  corrosive  sublimate  solution  and  the  internal  admin- 
istration of  antipyrin,  these  nervons  symptoms  at  once  disappeared. 

The  diagnosis  where  oxyuriasis  is  suspected  depends  upon  investigation  of 
the  feces,  or  examination  of  the  anus  and  its  surroundings.  If  the  finding 
is  negative,  the  patient  is  fold  to  use  a  small  enema  of  cold  water  immediately 
upon  the  appearance  of  the  symploms.  In  the  return  flow  of  the  water,  the 
parasites,  if  present,  will  be  readily  recognized.-  The  microscopic  examination 
of  the  soiled  parts  around  the  anus  readily  reveals  eggs  if  present.  Ova  are 
found  in  the  feces  only  if  simultaneously  also  the  macroseopically  recognizable 
female  oxyuris  is  present. 

The  removal  of  oxyuriasis  often  requires  great  patience.  In  the  first 
place  it  is  necessar}^  to  prevent  the  importation  of  ova  by  all  tendencies  and 
habits  which  favor  this.  The  sleeping  together  of  well  and  sick  children,  the 
common  use  of  clothing,  sponges,  towels  is  to  be  prohibited.  Frequent 
change  of  bedding  and  cleanliness  of  the  finger  nails,  etc.,  are  to  be  advised. 
Moreover,the  parasites  which  are  present  in  the  small  intestine,  and  particularly 
in  the  ce<:'um,  must  be  expelled  by  purgatives,  such  as  castor  oil,  rhubarb,  com- 
pound iti fusion  of  senna,  etc.  At  the  same  time  I  employ  santonin.  But  the 
simultaneous  employ nient  of  intestinal  infusions  is  al)sf>lutely  necessary  in 
order  to  expel  the  oxyuris  which  have  entered  the  large  intestine.  In  severe 
cases  I  add  to  the  w^ator  one  tn  two  teaspoonfnis  of  chlorin  water,  vinegar, 
0.2  to  1  per  cent,  of  medicated  soap.  As  a  common  household  remedy  garlic 
is  also  employed. 

Among  the  most  frequent  and  also,  as  a  rule,  most  harmless  intestinal  para- 
sites is  the 

Trickocephalus  dispar,  Rudolph^  1801, 

This  organism  is  well  known,  and  therefore  a  zoologic  description  is  un- 
necessary^ 

The  parasite  does  nnr  ref]uire  an  intermediary  ho.st.  We  have  little  knowl- 
edge of  the  method  by  which  it  enters  the  human  intestinal  tract.  Its  long 
period  of  development  and  the  great  resistance  of  the  ova  to  external  influ- 
ences evidently  favor  the  invasion.  Dried  and  pulverized  to  dust,  they  are 
readily  consumed  with  raw  fruit,  vegetables  or  drinking-water,  and  thus  enter 
the  human  organism.  After  tiie  young  embryos  have  left  the  memlirane  of  the 
ovum,  they  attain  their  development  in  the  small  intestine,  and  finally  lodge 
in  the  cecum.  The  parasite  is  usually  found  in  but  few  specimens.  If  found 
numerously  the  signs  of  chronic  catarrh  may  develop  in  that  part  of  the  intes- 
tinal tract  which  Ihey  inhaliit.  The  parasite  adheres  to  the  mucous  mem- 
brane in  such  a  way  that  the  anterior  end  of  the  head,  which  is  curled  in  sev- 
eral folds,  surrounds  the  individual  parts  of  the  mucous  raend»rane.  In  other 
cases  it  bar*  k-en  proven  that  the  entire  anterior  thin  portion  of  the  hotly — more 
than  two-thirds  of  the  worm — penetrates  the  surface  of  the  intestinal  mucous 
membrane.  Accordingly  it  is  often  Tery  diflicult  to  loosen  the  parasite  from 
its  hold  in  the  mucous  membrane. 

In  regard  to  the  symptoms,  in  general  little  is  known.     In  many  cases^ 
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perhaps  in  the  majority,  tlnTe  are  apparently  no  spriptoms.  Only  when  a 
massive  collection  becomes  lodged  in  the  cecum  or  in  the  colon,  local  difficulty 
may  resiult  from  the  irritation  which  the  worms  produce  by  boring  their  way 
deep  into  the  mucous  membrane.  Moosb rugger,  Burehard,  Federolf  have  seen 
severe  syniptoms  due  to  triehocephales:  Extreme  anemia^  enterilis  with  pro- 
fuse hemorrhagic  stools,  emaciation  and  loss  of  strength.  Since  A^^kanazy  has 
Bhown  tliat  the  trichocephalus  invariably  has  an  iron-containing  pigment  in 
its  intestinal  epitheliom,  the  origin  of  which  is  the  hemoglobin  of  the  blood, 
this  form  of  helminthiasis  will  evoke  much  greater  interest. 

The  dw(jno.sis  may  readily  be  made  by  the  microscopic  demonstration  of  the 
characteristic  ova,  thick-shelled  brown  eggs,  at  both  poles  of  which  there  is  a 
knob-like  elevation. 

The  tricliocephales  cannot  readily  be  expelled,  but  the  combined  adminis- 
tration of  anthelmintics  and  purgatives  will  give  the  best  results.  Besides 
santonin,  we  have  employed  successfully  the  ethereal  extract  of  male  fern. 
From  the  basis  of  his  experience,  Lutz  advises  thymol. 

Among  the  nematodes  which  are  of  great  pathogenic  importance  belong 
the  trichina  spiralis,  Owen,  1835,  and  the  anchylostoma  duodenale^  Dubini. 
1843.     I  shall  first  describe 

Trichina  spiralis, 

the  appearance  of  which  in  the  musculature  of  man  was  observed  by  Peacock 
in  1S2H^  and  by  J,  Hilton  in  1833.  These  and  other  findings,  which  were 
looked  upon  only  as  interesting  secondary  findings  at  autopsies,  attained  their 
true  importance  in  1800  through  v.  Zenker.  In  a  ease  observed  by  tbis  author, 
of  a  girl  who  was  dying  from  symptoms  resemtiHag  enteric  fever,  numerous 
recently  entered  trichina^  were  found  in  the  musdes,  as  well  as  many  in  the 
intestine,  while  no  other  possible  cause  for  her  disease  was  evident.  The  same 
author  ascertained  that  in  the  district  in  which  the  patient  bad  lived  a  num- 
ber  of  milder  afTections  bad  occurred.  Sausages  and  hams  wbieb  were  still 
there  permitted  the  detection  of  massive  encapsulated  trichina,  Fnun  this 
time,  the  attention  of  physicians  was  directcxl  to  tricbiniasis.  It  was  soon  pos- 
siblCj  even  during  the  life  of  the  patient,  to  demonstrate  the  cause  of  the 
disease  in  the  musculature.  Abundant  material  was  fiirnishcil  by  tbe  "tri- 
china epidemics'*  which  appeared,  fmrticularly  in  lliddle  (Jermany;  and  the 
study  of  these  rapidly  added  to  our  knowledge  of  the  previously  absolutely 
unknown  disease,  both  clinically  and  pathologically,  and  enabled  us  to  reach 
detiniie  conclusions. 

Birt  not  only  in  Germany  was  trichinosis  observed;  its  existence  was  soon 
demonstrated  in  Switzerland,  England,  Denmark,  Sweflen,  Russia,  France, 
Italy,  India,  Syria,  America  and  Australia.  Wherever  the  cause  could  be  ascer- 
tained, a  connection  with  the  ingestion  of  pork  cotdaining  In'rhinfj  was  proven. 
With  the  determination  of  tbis  fact  the  question  arose  as  to  the  source  of 
trichina  for  the  swine.  The  fheory  that  pigs  were  infected  by  the  ingestion 
of  rain-worms^  frogs  and  moles  containing  trichina?  was  soon  showm  to  be 
erroneous.  Leuckart's  view,  promulgated  in  18112,  tirat  rats  were  tbe  actual 
source  of  infection  for  tiie  pig  was  of  far-rcacliing  importance.    We  are  also 
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indebted  to  v,  Zenker  whose  labors  have  proven  that  rats  become  infeeted  by 
the  ingestion  of  other  animals  containing  trichina.  Contagion  occurs  in  pigs, 
as  a  rule,  by  '*  eating  iriehina'cantaining  meat  of  other  pigs.^'  As  is  well 
known,  some  parts  of  the  meat  are  often  utilized  for  feeding  swine,  particu- 
larly during  slaiigliter  time  in  the  country,  and  when  animals  are  skinned  offal 
containing  trichina?  is  often  given  to  pigs.  In  such  localities  it  is  obvious  that 
sutKcient  waste  material  remains  to  infect  at  the  same  time  the  entire  colony 
of  rats  that  are  present.  The  latter  continue  to  be  for  years  a  further  source 
of  infection  for  the  pigs,  who  are  usually  expert  rat  catchers,  and  who  often 
eat  tlie  enemy  which  they  have  killed.  Wherever  pigs  infected  with  trichina 
are  slaughtered  without  the  complete  destruction  of  their  cadavers,  there  h 
danger  of  distribution  of  trichina.  Mature  trichinae  are  found  in  the  small 
intestine  of  the  rat,  the  wild  boar,  the  fox,  the  polecat^  the  marten,  the  raccoon 
and  the  cat,  as  well  as  in  man  and  in  swine.  Man  infects  himself  almost 
exclusively  by  the  ingestion  of  raw  or  insufficiently  cooked  pork,  which  con- 
tains the  so-called  muscle  trichina  in  a  condition  capable  of  development 
Thorough  boiling  or  frying  will  kill  the  trichina,  provided  the  temperature 
in  the  inner  portions  of  the  meat  is  bO°  to  55"*  R,  ISTeithcr  decomposition  nor 
cold  diminishes  the  properly  of  life  in  the  tricluna.  Muscle  trichinje  retain 
their  power  of  development  for  many  years  (up  to  31).  Thorough  salting  de- 
stroys the  life  of  the  trichina,  but  it  is  certainly  not  destroyed  by  cold  smoking 
nor  in  the  so-called  rapid  smoking  process. 

The  encapsulated  trichina*  found  in  the  musculature  appear  as  small  gray 
nodules,  rarely  over  1  mm.  in  length,  and  consist  of  a  capsule  which,  as  in  the 
case  of  man,  after  the  lapse  of  years  becomes  calcified.  The  capsule  encloses 
the  trichina.  This  is  a  spiral  worm  of  0.6-1  mm.  in  length  and  0.01-(i.03  mm. 
in  breadth  ;  the  head  is  pointed,  the  tail  is  rounded  ;  upon  the  head  is  the  mouth 
opening,  upon  ihe  tail  the  anus.  If  parts  of  muscles  permeated  with  living 
trichinae  reach  the  stomach  of  man,  of  the  pig  or  of  any  other  suitable  animal, 
the  gastric  juice  dissolves  the  capsule;  in  from  two  to  three  day.^  the  para- 
sites which  have  entered  the  intestine  attain  their  sexual  maturity*  Soon 
after  copulation  the  males  die,  while  the  females,  according  to  the  observations 
of  Askanazy,  actively  bore  into  the  intestinal  mucous  membrane,  and  seven 
to  nine  days  after  infection  has  taken  place  produce  living  young.  This  act  of 
bringing  forth  takes  place  usually  in  the  tissue  of  the  intestinal  mucous  mem- 
brane, that  is,  close  to  tlie  central  chyle  vessels  of  the  villi.  Probably  the 
majority  of  the  embryos  enter  the  circulation  directly  through  the  chyle  and 
lymph'Vessels;  carried  by  the  blood-stream  they  wander  into  the  transverse 
striped  muscles.  Up  to  this  time  the  usual  mode  of  distribution  has  been 
assumed  to  be  migration,  i.  e,,  by  boring  through  the  intestinal  walls,  the  para- 
sites enter  the  peritoneal  cavity,  and  I  hence  the  connective  tissue  parts  of  the 
musculature;  or  the  path  has  been  traced  through  the  submucosa,  through  the 
mesentery,  and  the  retroperitoneal  connective  tissue.  According  to  Askanazy, 
distribution  of  the  parasites  by  active  wanrlering  is  only  secondary.  About 
the  ninth  or  the  tenth  day  after  infection,  the  first  influx  of  parasites  reaches 
the  musculature.  The  fenude  is  so  immensely  repnjdirclrve  that,  for  about 
seven  weeks,  new  groups  of  parasites  constantly  find  their  way  there. 
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The  young  enilvryos  have  a  length  of  0.1  mm,,  a  breadth  of  0.006  mm.  The 
anterior  end  of  the  body  is  thicker  than  the  posterior.  After  entering  the  mus- 
cle, they  penetrate  still  more  deeply  into  its  interstitial  tissue,  in  a  longi- 
tudinal direction,  toward  the  insertions  of  the  tendons.  Their  path  through 
the  fibers  causes  a  number  of  changes  in  them.  The  trichina  has  a  destructive 
action  upon  the  finer  constituents  of  the  fibers.  These  lose  their  transverse 
stria?  and  are  changed  into  a  fine  granular  mass.  Without  doubt  the  embryo 
is  nourislied  by  the  decomposed  muscular  substance.  I  do  not  wish  to  be 
wearisome  with  the  finer  histologic  details,  and  shall  emphasize  only  the  fol- 
lowing points  in  the  development  of  the  muscle  trichina:  The  development 
occurs  in  about  fourteen  days.  The  muscle  tricliina  gradually  grows  to  a 
length  of  0-1 2-0.1  G  mm.,  simultaneously  rolling  itself  into  a  spiral.  The 
sarcolemma  distributes  itself  about  the  embryo^  and  thickens.  In  the  inter- 
stitial tissue,  as  well  as  in  the  muscular  substance,  such  an  increase  of  the  mus- 
cle nuclei  occurs  that  the  trichina  appears  completely  emlwdded  in  them,  and 
surrounding  it  is  an  areola  of  granular  material  which  stains  more  intens<:'ly 
than  the  remaining  contents  of  the  nodule.  After  about  four  weeks  the  con- 
tents of  the  nodule  permeated  by  nuclei  enter  upon  a  process  of  reconstruction, 
which,  beginning  at  lioth  ends,  rapidly  reduces  these  ends  to  thin  threads. 
Around  the  spiral  swelling,  as  well  as  around  the  threads,  is  a  gelatinous 
sheath  which  Leuckart  recognized  as  thiekened  sarcolemma.  Outside  of  this 
is  a  zone  of  inflammatory  connective  tissue  richly  supplied  with  connective 
tissue  corpuscles  and  leukocytes.  Later  the  disorganized  uiuscular  mass  in 
the  region  of  the  thread-like  processes  disappears.  The  connection  with  the 
material  surrounding  the  trichina  is  interrupted  The  formation  of  a  clearly 
defined  trieiiina  capsule  now  begins;  starting  from  the  surrounding  con- 
nective tissue  cells,  probably  in  the  course  of  the  old  gelatinous  sheath,  the 
new  and  firmer  cyst  is  separated  from  the  encroaching  connective  tissue  eel  Is. 
Fat  cells  develop  at  the  poles  of  the  capsules.  At  about  the  sixth  mnutli  tlic 
capsule  ])egins  to  calcify  owing  to  a  deposit  of  calcium  carbonate.  This  cal- 
cification may  also  affect  the  enclosed  trichina.  According  to  Langerhans,  the 
trichinae  as  well  as  their  capsules  are  capable  of  retrogression  and  may 
finally,  although  only  after  many  years,  be  completely  eliminated  from 
the  l>ody. 

In  man,  the  source  of  infection  is  almost  exclusively  the  pig,  very  rarely 
the  wild  boar  and  the  bear.  The  danger  of  transmission  of  trichina^  capable 
of  development  from  the  ingestion  of  infected  pork  de]Kmds  upon  the  prepara- 
tion of  the  meat.  People  who  partake  of  infectiHl  pork  raw  or  insulficiently 
cooked  .*ihow  the  most  severe  symptoms.  Raw  meat  in  the  form  of  so-called 
hash,  boiled  fresh  pork  from  a  newly  killeil  ptg,  roast  sausage  or  German 
sausage  (Knackwurst)  in  the  preparation  of  which  tlie  heating  ts  insutlicient 
to  insure  the  ilcstructinn  of  the  trichina  appear  to  be  especially  dangemus. 
The  ingestirm  nf  rneat  of  this  kind,  which  is  particularly  common  in  ^fiddle 
and  North  Germany,  causes  the  fre<^[uent  appearance  of  the  disease  in  endemics 
and  epidemics.  In  the  sixth  decade  of  the  last  century  severe  epidemics  of  this 
kind  were  observed  in  Plauen,  Hettstiidt,  Uedersleben,  In  South  Germany, 
and  in  other  countries,  France,  England,  Belgium,  America^  etc.,  this  custom 
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does  not  prevail ;  pork  is  either  well  cooked  or  boiled  or  smoked,  and  trichina 
epidemics  are  rare.  The  question  is  much  discussed,  whether  infection  may 
be  brought  about  by  the  importation  into  Germany  of  American  ham  and 
bacon.  According  to  Billings  trichinosis  is  met  with  in  American  pork  in 
4-5.7  per  cent.,  but  the  above  question  has  been  answered  in  the  negative  by  a 
majority  of  authors.  Some  observers,  however,  hold  a  directly  contrary  opin- 
ion. Caution  is  therefore  enjoined.  Nevertheless,  sporadic  cases  may  and 
will  occur  eveiywhere  in  the  future. 

Xo  age,  no  sex  is  exempt;  all  who  partake  of  infected  meat,  either  raw 
or  in  a  half-cooked  state,  are  attacked.  The  severity  of  the  disease  depend ^ 
upon  the  amount  of  meat  and  the  number  of  trichinae  consumed.  Man 
appears  capable  of  harboring  a  certain  numl>er  of  muscle  trichinae  without 
symptoms.  This  is,  at  least,  indicated  by  the  accidental  finding  of  muscle 
trichinae  at  the  autopsy  of  individuals  who  during  life  had  shown  no 
symptoms. 

The  SYMPTOMS  produced  by  trichinosis  correspond  to  the  phases  of  develop- 
ment of  the  trichinae.  Frequently,  a  few  hours  after  the  ingestion  of  meat 
containing  trieliinae,  severe  gastric  and  intestinal  symptoms  appear:  Xausea, 
vomiting,  cardialgia,  vertigo,  headache,  heaviness  in  the  limbs,  constipation 
or  diarrhea.  If  the  infection  be  severe  the  symptoms  often  increase  and  simu- 
late a  severe  intestinal  catarrh,  which  in  isolated  cases  may  run  its  course 
with  choleraic  symptoms.  With  increasing  lassitude  a  more  or  less  decided 
fever  develops.  The  patients  become  bedridden,  v.  Linstow  quite  properly 
regards  the  severe  initial  intestinal  symptoms  as  toxic,  due  to  the  toxic 
products  wliich  have  been  set  free  by  the  dissolution  of  the  capsules.  The 
presence  of  intestinal  trichinae  in  the  dejecta  has  up  to  the  present  been  rarely 
demonstrated. 

In  many  cases,  initial  intestinal  symptoms  are  wholly  absent,  and  it  is 
therefore  impossible  to  determine  the  period  at  which  infection  occurred. 
There  are  indistinct  symptoms;  rheumatic  pains  in  the  limbs  and  fever;  indi- 
vidual muscles  l)('<rin  to  swell  and  become  odoinatous.  Briefly,  the  symptoms 
are  tlu>se  of  myositis.  Simon,  Kratz  and  Hupprocht  mention  as  characteristic, 
even  from  the  first  days  of  the  disease,  the  so-called  "  sympathetic  muscle  lame- 
ness." 1'his  consists  in  a  drawing  sensation  in  the  limbs,  tension  and  tender- 
ness in  the  muscles,  such  as  is  observed  otherwise  only  after  unusual  muscular 
exertion.  The  llexors,  tlie  muscles  of  the  nape  of  the  neck,  and  those  of  the 
lumbar  region  are  particularly  involved.  Sonieti nios  in  the  first,  more  fre- 
cpiently  in  tli(^  second,  week,  Kratz  observed  neural<ric  pains  in  the  abdomen 
which,  recurrin«,'  at  irre<rular  periods,  sometimes  as  often  as  six  times  in  the 
twenty-four  hours,  resernhled  a  neural<ria  cceliaca. 

The  ;:astrie  and  intestinal  disturbances  are  freijuently  accompanied  by  fever. 
Only  in  mild  eases  is  this  absent  durin^^  th<*  second  half  of  the  second  week, 
and  it  is  decidedly  increased  when  the  muscular  symptoms  become  manifest. 
Chilliness  freepiently  accompanies  the  fever,  thou<rh  marked  chills  are  rare. 
The  maximum  rise  of  temperature  (101°  to  l()r).H°  F.)  is  usually  observed  from 
the  ninth  to  the  eleventh  day  after  the  be<rinnin<:  of  the  malady.  At  first  con- 
tinuous, the  temperature  finally  shows  a  remittent  type.     The  return  to  nor- 
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nial  is  extraordinarily  slow.  This  is  markedly  different  from  the  temporature 
course  of  enteric  fever.  In  mild  ease.^,  even  during  the  third  week,  the  temper- 
ature falls  to  normal,  while  severe  eases  continue  fo  show  a  fohrile  range  from 
four  to  seven  weeks.  The  pulse  frequeoey  corresponds  to  the  height  of  the 
fever. 

In  the  course  of  the  second  week,  edema  of  the  face,  parHenlarly  of  the 
eyelids,  is  characteristic.  After  several  days  this  may  disappear,  hut  it  often 
returns  in  the  later  stages.  The  affection  of  the  muscles  is  accompanied  hy 
marked  edema ;  the  genital  region  often  remains  free. 

Usually  from  the  ninth  or  tenth  day — sometimes  earlier  or  later — with  the 
entrance  of  the  enihryo  into  the  muscles,  symptoms  occur  there.  The  affected 
muscles  are  tensely  swollen,  as  hard  as  wood,  and  very  sensitive  to  touch  or 
pressure.  In  mild  cases  only  the  sensation  of  painful  tension  is  felt,  and  the 
patients  are  still  able  to  walk  about.  In  severe  cases  the  slightest  movement 
h  aecompanie<l  by  the  most  intense  pain;  locomotion  and  standing  are  im- 
possible. As  a  rule,  the  muscles  of  the  extremities  and  particularly  the  flexors 
are  the  most  painful.  In  order  to  relax  their  muscles  as  mtich  as  pnssihle  the 
severe  cases  assume  a  characteristic  position:  Permanent  dorsal  decubitus  with 
an  acute  angle  contracture  in  the  shoulder,  elbow  and  wrist  joint:  stiffness 
and  nniscular  rigidity  are  observed  in  the  masseters,  in  the  muscles  of  the 
neck  and  of  the  upper  extremities.  Implication  of  the  muscles  of  deghitition 
and  of  the  tongue  often  causes  great  dil!iculty  in  swallowing.  Hoarseness  and 
aphonia  result  from  the  involvement  of  the  muscles  of  the  larynx;  and  in 
severe  eases  pain  in  the  muscles  of  the  eye  is  rarely  absent.  The  mohiUty  of 
the  eye-balls  is  atfecfed,  and  this  gives  to  the  face  a  conspicuously  rigid  appear- 
ance. In  severe  eases,  the  raas-ses  of  triehime  cause  diflicnlty  in  respiration; 
extreme  dyspneic  conditions  may  develop  with  very  severe  asthmatic  attacks, 
and  may  he  a  direct  cause  nf  death. 

Even  at  the  beginning  of  the  second  week  Kratz  noted  inactivity  of  the 
diaphriigm  upon  inspiration.  The  condition  noted  by  Askanazy  is  very  inter- 
esting. This  author  found  under  the  pleura  pulmonalis  and  in  the  lung  sev- 
eral disseminated  red  flakes  or  points  which  closely  resemhled  the  punctiform 
eechymoses  upon  the  human  pleura.  These  were  demonstrated  to  be  young 
trichime  whicli  had  formed  end>oli. 

(.'hanges  in  the  skin  are  not  rare.  Besides  edema,  pruritus,  measle-like 
exanthems,  and  in  the  later  stages  aene,  furunculosis,  herpes^  etc.,  appear. 
The  sweats  which  occur  in  tlie  mild  as  well  as  the  sin  ere  cases  are  particularly 
annoying.  l>es«|uamatinn  of  the  skin  takes  place  in  convalescence.  Formica- 
tion and  cutaneous  anesthesia  have  been  ohserved  in  isolated  cases. 

Stubborn  bronchial  catarrh  develops  early.  In  the  later  stages  hypostatic 
and  catarrhal  jiulmonary  inflammations  occur.  In  debilitated  patients  these 
not  inrrcquently  cause  death. 

In  general  there  are  no  characteristic  changes  in  the  cardiac  activity.  In 
severe  cases  and  in  the  later  course  of  the  affection  thromhoses  develop,  par- 
ticularly in  the  lower  extremities.  The  appearance  of  decided  leukocytosis  with 
a  conspicuous  increase  of  the  eosinophiles.  which  sliow  an  increase  of  from 
30  per  cent,  to  <J0  per  cent.^  is  interesting.     This  demonstration  has  repeatedly 
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aroused  a  suspicion  of  trichinosis  which  has  been  later  confirmed.  Perhaps 
the  eosinophilic  cells  originate  from  the  polymorphonuclear  neutrophilic  cells 
of  the  diseased  musculature. 

Lately,  in  isolated  cases,  the  temporary  absence  of  the  patella  tendon  reflex 
as  well  as  anomalies  of  the  electric  contractility  of  the  muscles  has  been  deter- 
mined. 

The  urine  shows  the  usual  characteristics  of  fever  urine.  Nonne  and 
Hopfner  have  recently  called  attention  to  the  not  infrequent  occurrence  of 
parenchymatous  nephritis.  Menstrual  irregularities  are  common  in  some 
epidemics.     In  pregnant  women  abortion  is  not  rare. 

Insomnia  is  one  of  the  chief  complaints  of  the  patient.  The  mind,  as  a 
rule,  is  perfectly  clear;  only  in  severe  cases  associated  with  high  fever  does 
delirium  occur. 

It  is  obvious  that  the  nutrition  must  suffer,  particularly  in  grave  cases. 

In  mild  cases  the  course  of  the  disease  is  from  one  to  two  weeks;  in  all 
other  cases  one  to  two  months  intervene  before  recovery  takes  place.  Death 
is  not  rare.  The  mortality  varies  in  different  epidemics.  In  Hedersleben  the 
mortality  amounted  to  29.8  per  cent.,  in  Calbe  21  per  cent.,  in  Burg  20  per 
cent.,  in  Klein-Quenstedt  14  per  cent.  In  children  a  favorable  course  of  the 
affection  is  frequent ;  recovery  often  takes  place  at  the  end  of  the  third  week. 
Complications  are  rare.  The  slight  predisposition  of  children  to  trichinosis 
may  be  accounted  for,  first,  by  the  lesser  activity  of  their  gastric  juice,  and 
secondly,  by  their  more  frequent  fecal  movements  in  consequence  of  which 
large  portions  of  meat  containing  trichinae  may  be  discharged. 

At  the  AUTOPSY  the  intestines  reveal  but  slight  changes,  and  these  consist 
principally  in  a  catarrhal  condition  of  the  small  intestine.  Swelling  of  the 
solitary  glands,  of  Peyer's  patches,  and  of  the  mesenteric  glands  is  observed. 
In  the  intestinal  mucus,  up  to  the  seventh  week,  intestinal  trichinae  are  found. 
Spleen  is  normal  or  enlarged.  Fatty  liver  is  frequent.  Heart  muscles  and 
kidneys  often  show  granular  opacity.  Fatty  liver  and  nephritis,  according  to 
V.  Linstow  and  Askanazy,  are  due  to  the  toxic  products  of  metabolism  of  the 
trichina\  The  lungs  usually  reveal  the  signs  of  a  marked  bronchitis.  The 
bronchial  mucous  membrane  is  intensely  reddened,  and  has  a  tenacious  mucus 
coating.  In  the  lower  posterior  portions  lobular  hepatization  is  revealed; 
rarely  hemorrhagic  infarcts  or  metastatic  abscesses.  The  color  of  the  muscles 
often  rcsonihlcs  *^  smoked  goose  breast'';  the  smaller  muscles  are  much  paler 
and  "  wax-colored/'  From  the  end  of  the  fifth  week  macroscopic  changes  in 
the  form  of  pale  gray  stria?  of  from  ^  to  1  em.  in  length  may  be  recognized. 
l'|)on  microscopic  examination  these  are  seen  to  be  dark,  granular,  detritus- 
like  inassc's.  (iranular  and  fatty  degeneration,  sometimes  also  waxy  degen- 
eration, are  found  in  the  surrounding  muscle  fibers.  Not  rarely  giant  cell- 
like structures  are  noted.  Xonne  and  Hiipfncr  describe  the  appearance  of 
vacuoles  in  tii(?  muscle  fihers.  In  the  later  stages  this  musculature  dis- 
appcar>  to  a  great  extent  and  is  pale.  Tin?  number  of  muscle  trichinjB 
may  he  enormous.  The  most  intense  permeation,  according  to  Cohnheim, 
is  found  in  the  diaphragm,  in  the  intercostals,  in  the  muscles  of  the  neck, 
of  tiie  larynx  and  of  the  eyes,  of  the  biceps  and  triceps.     In  milder  cases 
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the  presence  of  a  eingle  triehiua  may  be  demonstrated  only  after  a  search 
of  hours. 

Tlie  PROONOvSis  cannot  he  determined  in  the  early  stages  of  tlie  disease. 
SevcTe,  fnhninant  phenoiiiena,  espeeitilly  on  tlie  part  of  the  digestive  appa- 
ratus, are  not  neeej^sarily  followed  hy  a  severe  course,  as  the  diarrheal  dis- 
charges remove  a  ]>ortion  of  the  infectious  material.  Cases  which  appear  mild 
at  the  onset  may  suhsef|uently  Ijeeome  very  severe.  After  a  course  of  three  to 
four  wt»eks,  those  cases  in  which  the  patient  retains  a  good  appetite  and  the 
ability  to  sleep,  as  well  as  the  integrity  of  tlio  respiratory  organs  and  of  the 
heart,  permit  the  liope  of  a  favorable  outcome.  In  children  the  prognosis  is 
more  favorable  than  in  adults  from  tlie  onset. 

During  the  prevalence  of  epidemics,  the  diaonosis  is  more  readily  made 
than  in  sporadic  cases. 

Mild  casetj  may  simulate  gastric  catarrh  and  muscular  rheumatism ;  severe 
cases  resemble  acute  gastro-intestinal  catarrh,  and  in  their  further  course  may 
be  looked  upon  as  acute  articuhir  rheumatism.  The  edema,  the  painftdness 
of  the  affected  muscle  groups,  the  iinpainnent  of  respiration,  are  important 
in  diagnosis.  The  ditferentiation  from  acute  progressive  polymyositis  is  not 
always  easy.  In  doubtful  cases  it  is  well  to  search  the  dejecta,  particularly 
the  intestinal  mucus,  for  intestinal  trichina'.  In  severer  infections  the  tri- 
chinae may  certainly  be  determined  by  the  excision  of  small  portions  of  mus- 
cle, which  are  lu^t  taken  from  the  h>wer  end  of  the  biceps.  Direct  excision  is 
decidedly  preferable  to  the  formerly  practised  harpooning. 

The  aim  of  the  frophylaxis  should  he  the  prevention  of  trichinosis  in  the 
pig.  Stall  feeding  of  swine  gives  in  this  respect  a  certain  protection,  espe- 
cially if  care  is  taken  never  to  ft*ed  them  with  uncooked  ofFal.  In  regions 
where  tricliinosis  frequently  occurs  a  tlio rough  inspection  and  radical  destruc- 
tion of  meat  containing  trichinae  should  be  obligatory.  The  keeping  and  fat- 
tening of  swine  in  slaughter-houses  should  he  prohibited. 

Man  is  best  protected  from  the  disease  tiy  eating  only  thoroughly  boiled 
or  welhfried  pork.  The  most  intense  smoking  or  pickling  will  kill  the  para- 
site, but  these  precautionary  measures  are  not  everywhere  taken.  There  may 
be  exposure  to  infection,  for  example,  upon  a  journey.  Tlie  most  important 
preventive  measure,  therefore,  is  the  erc^ction  of  slaughter-houses  and  the 
introduction  of  compulsory  meat  inspection.  The  microscopic  demonstration 
of  muscle  trichinae  is  not  difficult,  and  this  may  be  carried  out  hy  thoroughly 
competent  meat  inspectors.  Absolute  protection,  naturally,  cannot  be  con- 
ferred hy  meat  inspi'dmn  if  only  a  few  niusele  triehinte  are  present.  It  is 
well,  therefore,  to  carefully  abstain  from  partaking  of  any  hut  thoroughly 
cooked  or  higlily  pickled  or  smoked  pork. 

We  are  very  rarely  in  a  position  to  hegin  treatment  soon  after  infection  has 
taken  place,  but,  when  this  is  possil>le.  emetics  and  purgatives  are  advisable. 
Tht^oreticall}^  an  attempt  should  l>e  made  to  exfK'l  the  infectious  masses  by  the 
administration  of  castor  oil,  calomel,  etc.  Expenmentally,  it  is  true,  no  re- 
markable results  have  followed  (bis  or  any  other  method  of  treatment.  Neither 
potassium,  nor  sodium  picronitrate,  nor  oil  of  turpentine,  camala^  extract  of 
male  fern,  glycerin,  etc.,  haa  prevented  infection. 


660  THE  ANIMAL  PARASITES  OP  MAN 

Hosier,  upon  the  basis  of  experimental  investigation,  has  advised  benzine : 

^  Benzoli 6.0, 

Mucil.  gummi  arab 25.0, 

Sued  liquir 8.0, 

Aqua  menth.  pip 120.0. 

M.D.S.     Well  shaken,  a  tablespoonful  every  hour  or  two. 

Besides  this  Hosier  advises  daily  for  several  days  an  enema  to  which  is  added 
three  to  eight  grams  of  benzine.    In  the  main  the  treatment  is  symptomatic. 

For  the  sake  of  completeness  I  shall  mention  among  other  nematodes  tl\e 
eustrongylus  gigas,  Rudolphi,  1802,  a  parasite  which  is  foimd  in  the  renal 
pelvis  of  the  dog,  the  wolf,  the  fox,  the  horse,  the  marten,  the  otter,  etc.,  and 
has  been  observed  in  man  in  about  nine  different  cases.  The  parasite  has  fre- 
quently been  confounded  with  other  nematodes,  with  coagula  of  blood,  or  with 
mucus.  According  to  experiments  conducted  in  the  dog,  the  eustrongylus 
causes  severe  difficulty  in  urination.  The  ova  of  the  parasite  may  be  recognized 
in  the  urine.  The  strongylus  paradoxus,  Hehlis,  1831,  has  been  even  less  fre- 
quently observed  in  man. 

Gnathostoma  siamense,  Levinsen,  1889,  has  up  to  the  present  been  seen 
by  Levinsen  only  as  one  female  specimen  in  a  Siamese  and  in  two  other  persons. 
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One  of  the  most  important  entozoa  of  man  is  the 

AnJcylostoma  duodenale,  Duhini,  1843. 

The  parasite  was  first  discovered  by  Dubini  in  1838  in  Hilan  in  a  human 
cadaver.  Soon  its  occurrence  was  also  noted  by  Pruner,  Bilharz  and  Griesin- 
ger  in  Kgypt.  The  parasite  was  recognized  by  Bilharz  and  Griesinger  on 
account  of  its  heinatophagous  properties  as  the  actual  cause  of  "  Egyptian 
chlorosis,''  which  is  so  extraordinarily  prevalent  in  Egypt. 

Wucherer,  in  ISfJG,  recognized  the  parasite  as  the  cause  of  "  tropical  chloro- 
sis." Its  presence  was  soon  afterward  determined  in  the  anemia  of  hrick'- 
makers,  which  had  been  known  for  a  long  time  in  Italy.  Parona,  Perroncito, 
Bozzolo  found  the  parasite  associated  with  the  anemia  which  attacked  the 
workmen  onfra<r(Hl  in  constructing  the  Saint  Gothard  tunnel,  and  looked  upon 
it  as  the  causal  factor.  Soon  the  proof  of  its  connection  with  anemia  mon- 
tana  which  occurred  in  the  Belgian,  Sardinian  and  French  mines  in  1882  was 
estahiisluMl.  The  occurrence  of  the  parasite  was  recognized  by  Hencke  in  the 
brickmakcrs  in  the  neighborhood  of  Bonn,  and  a  few  weeks  later  by  Leichten- 
stern  am(>n<r  the  workmen  in  the  brick  fields  at  Cologne. 

Since  that  time  its  occurrence  has  also  been  proven  in  the  miners  of  the 
Khine  provinces,  Westphalia  and  Silesia,  sometimes  in  wide  distribution. 

Th(>  male  parasite  is  usually  of  a  white,  the  females  of  a  whitish  yellow, 
brownish-red,  or  reddish  color.  The  length  of  the  male  averages  from  7-11.2 
mm.,  the  thickness  U.tG  mm.;  the  females  are  1G.5  mm.  long  and  0.63  mm.  in 
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thickness.  The  parasite  tapers  toward  the  anterior  extremity.  The  intestinal 
tract  bc^im  with  a  wide  8knling  inoiith,  turned  toward  the  liaek  and  having 
six  piipillrt^:  it  lias  a  beil-like  nionlh  capsule,  upon  the  border  of  which  are  six 
tooth-like  chitin  ridges.  The  posterior  end  of  the  IkxIv  of  the  female  termi- 
nates in  a  short  ten-pin-like  point;  that  of  the  male  is  somewhat  bent,  termi- 
nating in  a  liroiid  iimbrella-like  rilibed  bursa  eopnlatrix,  npon  which  freqnently 
two  long  spienla  of  about  2  mm.  in  length  protrude.  The  bursa  eopulatrix 
serves,  on  account  of  its  contractile  parenchyma  ribs,  as  an  apparatus,  by 
means  of  winch  the  males  attach  themselves  to  the  body  of  the  female  during 
copuhition.  The  female  sexual  opening  is  close  behind  tlie  middle  of  the  body, 
and  is  continoenl  as  a  short  vagina.  The  parts  next  to  the  vagina  contain  the 
impregnateil  ova.  These  have  an  oval  shape  and  a  smooth  surface.  Their 
length  is  0.063  and  their  thickness  from  0.036-0.04  mm.  They  are  present 
in  enormous  numbers  in  the  human  dejecta  and,  according  to  the  time  in 
which  they  have  remained  in  the  intestinal  canal,  2  or 
4-8  segmentation  globules  may  be  recognized.  Further 
development  occurs  only  outride  of  the  human  organism. 
For  this  development  the  ova  re(piire  a  temperature  of 
from  25°  to  30''  €1,  mmlerate  moisture,  and  a  surface 
distribution.  Under  these  circum- 
stances, after  three  to  four  days  at 
the  latest  the  emljryo  may  be  recog- 
nised. After  twenty- four  to  forty- 
eight  hours  more,  it  finds  its  way 
through  the  ]>ole  of  the  ova,  and 
shows  active  niovements. 
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FlO,    54. AjfKTLOBTO- 

M\    Duodena le:    o, 
mole;  b,  female. 


Fio.    55. — Ova    of   thb   Anktujstoma 

EhJODENALE    IN    VaRIOUS    StaOEA    OF 

Devixopmekt. 


Fio.  56. —  Larva  of 
Aj^kyix^stoma  Duo- 


The  young  larva  is  0.2-0.25  mm,  in  length  and  0.015-0.017  mm.  in  thick- 
ness. The  posterior  eml  of  the  body  gradually  tapers  anteriorly  to  a  pouch- 
like point.  The  short  ami  narrow  opening  of  the  Jiionth,  the  spindle-shaped 
pharynx,  and  the  globular  stomach  may  he  distinctly  recognized ;  in  the  latter 
a  Y-shaped  ligure,  composed  of  the  three  pharyngeal  teeth,  is  found  in  active 
movement.  The  intestine  terminates  in  a  tine  tube,  the  anus.  The  embryo 
soon  begins  to  grow,  and  after  having  attained  a  length  of  0.7-0.8  mm.  it 
encapsulates  itself.  The  larva  tirially  lies  in  a  transparent  sheath  which  uni- 
formly surrounds  it.  Tlie  sheath  protects  the  embryo  from  external  damage, 
so  that  for  months  in  this  encysted  state  it  mav  retain  its  power  of  further 
development.  Introduced  into  the  human  intestine,  after  dissolution  of  its 
chitin  capsule  in  the  small  intestine,  the  parasite  develops  to  maturity.  Five 
37 
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to  six  weeks  after  infection  has  taken  place  the  first  ova  appear  in  the  human 
dejecta. 

The  parasites,  as  well  as  the  symptoms  which  are  included  under  the  name 
ankylostomiasis,  have  been  found  exclusively  in  those  persons  who  labor  in 
any  way  in  the  earth;  miners,  tunnel  workmen,  brickmakers,  laborers  upon 
fortifications,  etc.  The  dejecta  voided  by  an  ankylostoma  host  are  exceed- 
ingly rich  in  ova,  as  shown  by  the  interesting  observations  of  Leichtenstem 
in  the  brick  fields  of  Cologne,  and  they  are  the  source  of  infection  for  other 
workmen.  The  fecal  masses  deposited  in  the  outskirts  of  the  brick  fields,  with 
the  gradual  advance  of  the  work  contaminate  the  layers  of  clay  and  become 
mixed  with  the  water.  Thus  there  is  abundant  opportunity  for  the  importa- 
tion of  encysted  lan-a;.  The  workmen  eat  their  meals  with  dirty  clay-cov- 
ered hands,  and  in  their  various  manipulations  of  the  clay  and  earthworks, 
in  cleaning  their  tools,  in  the  use  of  drinking-water  and  water  for  other  pur- 
poses, there  are  numerous  opportunities  for  the  encysted  ankylostoma  to  find 
their  way  into  the  human  organism.  Miners  and  tunnel  laborers,  and  espe- 
cially the  country  population  in  Eg}'pt,  Brazil  and  other  countries,  infect 
themselves  in  a  similar  manner.  In  the  country,  particularly,  with  its  limi- 
tations a^^d  the  absence  of  systematic  hygiene,  there  are  numerous  favorable 
conditions  for  the  propagation  of  the  parasites.  In  a  damp,  flat  country 
where  the  earth  is  only  sliglitly  permeable  and  there  is  an  absence  of  suitable 
latrines,  discharge  of  the  dejecta  filled  with  ova  in  the  immediate  vicinity  of 
laborers  and  living  places  must,  under  any  circumstances,  convey  the  germs  to 
the  inhabitants  and  laborers.  Loos  recently  called  attention  to  the  fact  that 
the  young  embryo  may  enter  the  human  organism  by  means  of  the  skin. 

The  number  of  i)arasite8  is  frequently  very  great :  One  hundred,  500,  1,000 
and  more  have  been  found  in  the  small  intestine.  They  are  blood-suckers, 
Kar  i^oxn^i  i^'id  when  we  consider  that  their  duration  of  life  is  relatively 
long — lx?i(litenstorn  estimates  the  maximum  at  five  years — and  that  repeated 
infection  in  one  and  the  same  individual  in  infected  regions  is  probably  the 
rule,  we  can  clearly  understand  the  effects  of  this  parasite,  which  is  a  blood- 
sucker. 

Three  io  four  weeks  after  infection  the  first  symptoms  appear.  Besides 
dyspeptic  ditlieulties,  tliese  consist  especially  of  colic,  diarrhea,  increasing 
lassitude,  disinelination  to  work,  pallor  of  the  face.  Tinnitus  aurium,  ver- 
tigo and  cardiae  palin'tation  are  added.  The  continuous  withdrawal  of  blood 
in  tlie  course  of  weeks  or  months  leads  gradually  to  the  most  extreme  symp- 
toms of  anemia.  Kdema,  dyspnea,  and  attacks  of  syncope  develop  upon  the 
sli;:hte,-.t  bodily  (»\ertion.  The  d(\j(»cta,  often  ev(»n  five  to  six  weeks  after  infec- 
tion, have  a  liemorrhagic  appearance:  they  are  <rrayish  rcnl,  brownish  red  or 
black.  I'sually  the  first  hemorrhagic  diarrheic  discharges  occur  from  five  to 
six  weeks  after  invasion  of  the  larva^ ;  during  a  time,  therefore,  in  which  the 
parasites  fre(juently  change*  their  situation  for  the*  purpose  of  copulation.  In 
the  later  course  of  the  affection  symptoms  of  extreme  anemia  develop  in  the 
patients  who  have  become  })edridden. 

The  pulse  is  rapid  and  thready.  The  carotids  show  active  pulsation.  In 
the  heart,  which  is  fnH[uently  enlarged  to  percussion,  there  are  systolic  mur- 
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murs"  over  the  jugular  vein  distinct  nun's  murmurs  may  be  reco^ized,  Oe- 
eaaionalJy  an  organic  cardiac  afTeetion  develops.  As  a  rule,  there  h  a  dinnou- 
tioo  in  file  nuuiber  of  red  blood-corpuseles,  the  amount  of  hemoglohin  is 
decidedly  reduced ;  soinetinies  tliere  is  leukocytosis.  The  lungs  are  usually 
normal,  provided  accidental  complications  are  not  present.  The  microscopic 
examination  of  the  feces  sbowj?,  besides  more  or  less  altered  blood  cells,  the 
presence  of  countless  ova  which,  as  a  rule,  are  uniformly  distributed  through 
the  entire  fecal  mass.  Almost  invariably  Charcot-Leyden  crystals  are  found. 
The  jmrasite  itself  is  generally  only  detected  in  the  feces  after  the  administra- 
tion of  anthelmintics. 

With  increasing  severity  of  the  disease  the  patients  show  the  distinct  symp- 
toms of  progressive  anemia.  Edemta  develops  in  the  extremities  and  in  the 
face,  and  to  this  are  added  frequent  attacks  of  fever.  Changes  in  the  eye- 
ground,  edema  of  the  papilla,  and  eflfusions  of  blood  into  the  retina  have 
frequently  bt'cn  ol»served.  In  some  cjises  Iwne  pains  are  notwl ;  Jv<^iebten- 
stern  in  such  a  case  observed  simultaneously  a  decided  enlargement  of  the 
spleen. 

The  majority  of  the  severe  anemic  phenomena  may  probably  be  explained 
by  the  blood'aljsorbing  properties  of  the  parasite.  The  ankylostoma  are,  as  it 
were,  luxurious  blood-absorbers,  since  they  nourish  themselves  only  from  the 
blood-plasma,  while  the  red  blood-corpuscles  leave  the  intestinal  canal  of  the 
parasite  in  an  unchanged  condition.  The  loss  of  blood  by  secondary  hemor- 
rhage from  the  wounds,  particularly  during  the  time  in  which  the  parasites 
frequently  change  their  position  for  the  purpose  of  copulation,  is  perhaps 
even  greater  than  the  amount  of  blood  absorl>ed.  Lussano,  by  very  interesting 
investigations,  believes  he  has  proven  that  the  ankylostoma  give  off  like  other 
entozoa  toxic  products  of  metabolism  which  have  a  deleterious  effect  upon 
tlie  blor)d.  Ervant,  Arstan,  Verdun,  Zi nn  and  Jacoby  and  others  have  ex- 
pressed the  opinion  that,  besides  a  blood-sucking  ariiviiy,  there  is  proliahly  a 
toxic  effect  upon  the  blood  which  is  an  important  factor  in  the  origin  of  ane- 
mia. Bohlaud  has  determined  an  abnormally  great  decomposition  of  albumin 
in  ankylostoma  patients. 

If  the  disease  is  not  recognized,  if  there  is  no  relief,  the  debiHtated  patient 
suffers  for  weeks  and  months^  and  finally  succund:>s  w^ith  the  symptoms  of 
general  marasmus;  or  intercurrent  affections  terminate  life.  Only  rarely 
does  a  change  of  climate  and  of  the  mode  of  life  bring  about  a  spontaneous 
recovery. 

The  cadavers  of  patients  who  die  of  ankylostomiasis  are  usually  but  little 
emaciated,  provided  the  cases  have  l>een  uncomplicattKl,  but  they  areJnvariably 
pale  and  waxy-yellow.  The  panniculus  adiposus,  the  fat  in  the  mesentery, 
m  the  heart,  and  in  the  mediiLstinum,  is  often  decidixlly  increased.  The  mus- 
cles are  pale;  general  dropsical  phenomena,  including  hydrothorax  and 
hydropericardium,  are  common.  There  is  marked  anemia  of  all  organs. 
The  heart  muscle  is  often  dilated,  hypertrophied,  pale  or  grayish-brown.  The 
liver  and  spleen  are  more  or  less  atrophic,  and  occasionally  show  amyloid  de- 
generation. Similar  changes  are  often  noted  in  the  kidneys.  The  small  intes- 
tine is  in  some  cases  decidedly  narrowed,  the  colon  sometimes  shows  signs  of 
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chronic  catarrh.  In  the  duodenum,  but  especially  in  the  jejunum  and  the 
upper  portion  of  the  ileum,  there  are  numerous  small  punctiform  ecchymoses. 
If  the  necropsy  is  carefully  conducted,  an  extraordinary  number  of  red-stained 
ankylostoma  are  occasionally  found.  These  ankylostoma  have  gained  en- 
trance into  the  mucosa,  and  cannot  be  removed  without  a  certain  amount  of 
force.  At  the  point  of  adherence  the  mucosa  reveals  ecchymosed  red  plaques 
of  a  punctated,  dappled  appearance  which  vary  in  size  from  a  five-cent  piece 
to  a  half-dollar.  It  is  more  difficult,  as  a  rule,  to  find  the  males  than  the 
females,  because  the  former  have  a  more  delicate  structure,  and  are  therefore 
less  noticeable  in  the  mucus.  The  mesenteric  glands  are  sometimes  enlarged. 
Masius  and  Frangotte  found  that  the  bone-marrow  of  the  long  tubular  bones 
was  grayish  red ;  occasionally  it  is  rich  in  fat  and  is,  therefore,  more  yellow. 
Numerous  medullary  cells  and  nucleated  red  corpuscles  are  found  upon  micro- 
scopic examination. 

Secondarily  other  entozoa  have  been  found:  Among  them  anguillula  in- 
testinalis  and  stercoralis  ascaris  lumbricoides,  oxyuris  vermicularis  and  tenia 
saginata. 

The  aim  of  prophylaxis  is,  first,  to  prevent  the  entrance  of  the  parasite 
into  regions  not  yet  affected,  and,  secondly,  to  limit  its  spread  in  the  infected 
areas.  To  attain  the  first  object,  in  the  future  no  workmen  should  be  em- 
ployed in  brickyards,  in  mines,  in  tunnels,  and  other  earthworks  until  their 
state  of  health  has  been  carefully  investigated,  and  their  feces  microscopically 
examined  for  the  presence  of  ankylostoma  ova.  Furthermore,  the  workmen 
should  be  taught  that  if  necessary  care  is  exercised  in  constructing  privies 
the  contamination  of  working  places  with  infected  dejecta  from  an  accumula- 
tion of  feces  can  be  entirely  prevented.  Those  who  know  the  habits  of  labor- 
ers and  their  carelessness  as  to  where  they  discharge  their  feces,  will  under- 
stand that  even  most  stringent  hygienic  rules  will  be  imperfectly  carried  out. 
The  best  prophylaxis,  therefore,  consists  in  employing  only  healthy  workmen, 
i.  e.,  those  not  infected  with  ankylostomiasis. 

If  ankylostomiasis  has  been  diagnosticated  by  examination  of  the  feces, 
the  patient  must  enter  tlie  hospital,  and  undergo  treatment  for  the  expulsion 
of  the  i)arasite.  Leichtenstern,  who  has  probably  had  the  largest  experience 
in  Ooniiany  in  the  treatment  of  ankylostomiasis,  advises  the  administration, 
without  preliminary  treatment,  of  the  ethereal  extract  of  felix  mas  which  he 
gives  in  a  dose  of  ten  grams.  The  drug  is  given  after  breakfast.  From  one 
to  two  hours  later  a  suitable  dose  of  castor  oil  is  administered  to  the  patient. 
Tlie  entozoa  voided  with  the  dejecta  will  have  been  killed.  If,  in  the  course 
of  a  few  days,  ankylostoma  ova  are  still  found  in  the  feces,  the  same  treatment 
must  be  repeated,  a  second  or  even  a  third  time,  until  the  ova  are  no  longer 
detected  in  the  feces.  Bozzola  advises  thymol  (2  to  10  grams  per  day)  ;  other 
authors  also  look  upon  this  drug  as  a  useful  anthelniintic.  It  is  evident  that, 
on  acccoiint  of  the  extreme  anemia,  a  symptomatic  treatment  for  this  condition 
must  in  many  cases  he  employed  during  convalescence. 

V.  Linstow  recently  described  a  representative*  of  the  genus  physaloptera, 
physaloptera  caucasica  n.  spr.,  as  a  parasite  of  man.  This  was  found  by  v. 
Linstow  in  the  previously  mentioned  helminthic  collection. 
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Blaiiclianl  recently  cnllerl  the  attention  of  pliysicians  to  the  recurrence  of 
some  varieties  of  gordius — small,  elongated »  thin  worms  having  the  shape  of 
filariae — as  oecasional  parasites  of  man.  He  spoke  partienlarly  of  ihe  gordius 
aquaticns,  gordius  argillacen.s  and  gordius  medinensis,  which  live  in  fresh 
water,  notalily  in  the  springs  of  mountainous  regions.  They  are  intro^luced 
into  the  human  intcstinai  tract  hy  drinking-water,  ns  well  as  hy  the  ingestion 
of  fruit,  and  are  finally  voided.  In  all  ahout  seven  transmissions  have  been 
observed. 

Almost  as  rare  in  man  is  tlie  occurrenoe  of  the  aeanthoce[thak,  a  nematode- 
like  parasite  without  intestines  whose  anterior  end  is  anntMl  with  a  proboscis. 
The  eehinorhynchu.s  gigas,  Goeze,  1782,  Ls  found  in  great  numlxTs  in  the 
small  intestine  of  swine.  According  to  Tieuckart  its  presence  in  inan  has  been 
proven  in  a  few  eases.  Lamb]  once  observed  the  eelnnorhynens  homlnis.  It 
has  iK^en  shown  by  artificial  infection  experiments  tliat  echinorhyncus  monili- 
form  is,  Bremser,  1819,  may  oecur  in  man. 

Hirndines  have  been  observed  as  occasional  parasites  of  man,  and  may  be 
transmitted  to  man.  Even  now  they  are  frofjnently  nsed  for  medicinal  pur- 
poses. Among  them  have  been  noticetl:  llirudo  medicinal  is,  Linne,  1758, 
Hirudo  troetina,  Johnston,  181  (i,  llirudo  ceylonica  BL,  Limnatis  nilotica, 
Savigny,  1820.  These  are  found  npon  the  skin  or  in  the  oral  cavity  of  man, 
and  soon  begin  their  blood-sucking  activity, 

ARTHROPODA 

Tlie  arthropoda,  particularly  the  arachnoids,  the  spiders  and  the  insects, 
are  found  in  gri'at  numbi!rs  as  f parasites  of  man.  Owing  to  their  manner  of 
life  they  appear  chieHy  as  ectoparasites.     To  these  belong  the 

Leptus  autumnalk,  Shaw,  1790* 

The  so-called  gooseberry  or  harvest  acarus,  which  is  0.3-0.5  mm.  long, 
and  of  a  retliUsh  ccilor,  lives  in  great  numbers  through  the  snmmer  in  immature 
forms  on  grass  and  shrubs,  and  occasionally  as  parasites  upon  man  and  otlier 
mammals.  The  ova  of  t!ie  trombidium  holosericum,  wdiich  are  conspicuous 
in  many  gardens  by  their  red  eoh>r,  are  deposited  in  June  or  July.  From  these 
a  hirva  dt-vclofis  which  we  recognize  as  the  leptus  auhimnalis.  This  hvrva  bores 
into  the  skin  with  its  head  and  produces  a  severe  cutanei^us  intlammatlon  with 
itching  which  may  l>e  relieved  hy  w^ashing  with  soap,  by  inunctions  with  bal- 
sam of  Peru,  or  5  per  cent,  of  carbolic  solution  or  benxine. 

Similar  varic^ties  of  acarus  sucli  a.s  tetranychus  molestissimus,  Weyen- 
bergh,  1886,  pedicoloides  ventricosus,  Ne\\7>ort,  1850,  tarsoncmus  intectus, 
Karpelles,  1885,  pygmephorus  imcinatus,  Memming,  1884,  have  Iwen  found  in 
w^orkmen  who  bad  handled  Indian.  Bulgarian  or  Russian  grain,  and  sufTered 
from  an  itching  skin  eruption.  Other  varieties  of  acarus  chevletus  erudilus 
(Sdirank,  1781),  and  tytlens  molestus  (^lonig)  wbicli  are  found  in  rags, 
staliles,  and  tobacco  stores,  also  attack  man  and  give  rise  to  distressing  itching. 

The  dcrmanyssus  avium  (Duges,  1834),  the  bird  acarus,  is  better  known. 
It  occurs  in  chickens,  pigeons  and  in  our  song  birds  when  kept  in  cages;  it 
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occasionally  becomes  parasitic  in  man,  and  produces  very  intense  itching, 
erythema  and  eczema.  The  acarus  which  is  foimd  in  swallows,  dermanyssus 
hinidinis,  Hermann,  1804,  also  occasionally  becomes  parasitic  in  man. 

Of  the  ticks  the  ixodes  ricinus  Linne,  1758,  is  parasitic  in  man.  The  para- 
site lives  upon  low  bushes  and  generally  attacks  sheep,  cattle,  dogs,  cats,  and, 
not  rarely,  also  man.  The  female  bores  with  its  proboscis  deeply  into  the 
skin  to  suck  blood.  It  is  necessary  to  exercise  caution  in  removing  the  insect, 
as  the  proboscis  tears  readily,  and  if  left  in  the  wound  causes  inflammation. 
The  application  of  benzine,  petroleum,  or  oil  of  turpentine  readily  removes  the 
parasite. 

Not  quite  so  harmless  is  the  bite  of  the  argas  reflexus,  Fabricius,  1794. 
It  lives  in  woodwork  or  masonry,  and  in  some  regions  attacks  pigeons.  It 
occasionally  becomes  parasitic  in  man.  The  parasite  produces  local  inflamma- 
tion and  also  certain  general  symptoms,  among  which  are  nausea,  pyrosis,  diar- 
rhea, irregular  heart  action  and  dyspnea.  The  poison  is  said  to  be  contained 
in  the  powerfully  developed  salivary  glands.  The  bite  of  the  argas  persicus, 
Fischer  dc  Waldheim,  1824,  and  of  the  argas  tholozani,  Laboulbene  et  M^g- 
nin,  1882,  which  live  in  Persia,  is  said  to  be  dangerous.  In  the  tropics  still 
other  members  of  the  family  of  argas  are  known  (such  as  the  argas  turicata 
Duges,  argas  chincha,  Gervais,  etc.),  which  occasionally  attack  man  and  pro- 
duce disagreeable  symptoms.  Of  the  family  of  the  tyroglyphides  only  the 
tyroglyplius  farinae,  de  Geer,  and  the  tyroglyphus  siro,  Linne,  the  tyroglyphus 
longior,  Gervais,  are  to  be  mentioned  as  occasionally  parasitic  in  man.  More 
important,  on  account  of  the  extent  of  its  distribution,  is  the  family  of  sar- 
coptes : 

Sarcoptes  scabiei,  Linne,  1748. 

The  knowledge  of  scabies  dates  back  to  antiquity.  Aristotle  was  appar- 
ently accjuaintiMl  with  the  organism.  But  although  the  insect  was  familiarly 
known  for  centuries,  its  natural  history  having  been  correctly  described  and 
depicted,  its  parasitic  character  was  not  recognized,  and  the  itch  was  looked 
upon  as  a  disease  produced  by  an  acrimonia  sanguinis.  This  opinion  became 
the  prevalent  one.  It  was  not  until  1834,  when  the  completely  forgotten  art 
of  catching  the  acarus  was  revived,  that  the  pathology  of  the  itch  was  recon- 
structed, and  the  acarus  generally  recognized  as  the  cause  of  the  affection.  It 
is  hardly  necessary  to  give  liere  a  description  of  the  acarus.  A  microscopic 
preparation  of  tlic  acarus  may  readily  be  obtained;  in  a  patient  with  the  itch 
we  look  for  a  large  f)it  which  may  frecjuently  he  seen  with  the  naked  eye. 
This  pit  is  seen  upon  the  hands  as  a  blackish  line,  and  upon  the  trunk  as  a 
whitish  punctatcfl  line.  At  the  end  of  this  groove,  wliere  a  whitish  discolored 
point  may  he  reco<rniz(Hl,  the  epidermis  should  he  carefully  removed  with  a 
cataract  needle,  and  the  ins(»ct,  which  has  been  laid  hare,  can  be  extracted  and 
put  uf)on  a  slide. 

We  can  easily  recognize  upon  the  luvid  th(^  scissors-like  jaw  feelers  with 
which  the  impregnated  female  cuts  or  bores  its  way  into  the  epidermis.  Grad- 
ually it  penetrates  the  deeper  layers  of  the  rete  Afalpighii.  The  bite  is  fol- 
lowed by  the  deposit  of  an  exudate  between  the  cutis  and  the  newest  epidermis 


ARTHROPODA  567 

layer  from  which  the  acarus  is  extracted ;  decided  itchini:  immodiately  arises, 
perhaps  in  conseiiucnce  of  the  discharge  of  an  irritating  fluid.  Boring  its  way 
transversely  from  without  inward  to  deposit  its  eggs,  the  acarus  makes  a  pas- 
sage paralle!  wifh  the  first  to  the  surface  of  the  skin.  From  the  eggs,  about 
50  in  number,  deposited  in  this  passage  an  embryo  develops,  which  after  from 
four  to  seven  days  makes  its  ovm  opening  to  the  external  skin.  After  a  short 
time  it  again  bores  its  way  into  the  skin  to  pass  through  a  desquamation  proc- 
ess, which  is  repeated  sevtTal  times,  and  about  fourteen  days  hater  it  appears 
m  a  mature  insect  u|»n  the  skin.  The  male  does  not  bore  its  own  opening, 
hut  only  hollows  out  a  funnel-like  groove  in  which  it  lives. 

The  transmission  of  the  acarus  from  man  to  man  occurs  occasionally  by 
means  of  clothing,  but,  as  a  rule,  by  intimate  contact  with  the  diseased  skin, 
and  in  almost  every  case  by  sleeping  with  a  scabies  patient.  Among  the 
poorer  classes,  therefore,  a  scabies  patient  is  likely  soon  to  infect  the  entire 
family.     The  disease  is  often  spread  by  prostitutes. 

The  acarus  is  apt  to  attack  the  flexor  surfaces  of  the  joints  of  the  hand 
and  fingers,  the  intcrdigital  folds,  the  lateral  surfaces  of  the  fingers;  in  chil- 
dren with  a  delicate  skin  the  palm  of  the  hand,  the  surroundings  of  the  elbow- 
joint,  the  anterior  axillary  fold;  and  in  women  the  nipple.  The  navel,  the 
skin  of  the  penis  and  scrotum,  the  trw^hanter  region,  the  flexor  of  the  knee 
and  the  internal  border  of  the  foot  are  attackal.  The  acarus  also  prefers  all 
those  portions  of  the  body  upon  which  the  nnderclofhing  is  tight.  The  face 
and  hairy  scalp  are  rarely  attacked.  Siimisch  has  described  a  ease  in  which 
scabies  gave  rise  to  severe  inflammation  of  the  eyes  ("  keratitis/'  "  Buschel- 
form^'). 

The  irritation  from  the  itching  which  the  parasite  produces  by  its  burrow- 
ing in  the  skin  is  very  acute,  especially  at  night,  for  at  this  time,  stimulated 
by  the  warmth  of  the  bed,  the  mite  nourishes  itself.  The  affected  individual 
attempts  to  relieve  the  irritation  by  vigorous  scratching.  Not  only  are  the 
small  nodular  eftlorescenccs  produced  by  the  parasites  irritated  hy  this  scratch- 
ing, hut,  in  addition,  new  papular  elevations  are  formed  at  the  exit  of  the  hair 
follicles,  and  small  vesicles  like  millet  seeds  with  purulent  contents.  Contin- 
ue<l  scratching  causes  new  eruptions,  while  the  older  ones  are  torn  away,  and 
become  coveretl  with  striEB-like  blood  crusts,  from  which  finally  ulcers  covered 
with  escliars  develop.  Marked  pustular  eruptions  often  follow  even  in  young 
people  and  eczema  develops  in  all  those  who  suffer  for  a  long  time  from  the 
disease.  The  diagnosis  of  scabies  may  readily  l>e  made  from  the  localiza- 
tion of  the  excoriations  J  as  eczema  upon  the  nipple,  upon  the  fold  of  the  axilla, 
upon  the  penis,  etc. 

A  peculiar  picture  resembling  the  mange  of  animals  is  produced  by  scabies 
nor\egica  s,  crustosa.  This  shows  a  thick,  dirty-gray  induration  composed  of 
deposits  of  epidermis  upon  the  palm  of  the  hand,  on  the  sole  of  the  foot,  on 
the  elbows,  on  the  face  and  the  hairy  scalp.  These  indurations  contain  the 
parasites  and  their  ova  often  in  enormous  numbers.  According  to  Fiirsten- 
berg  this  form  of  scabies  is  due  to  the  smaller  sarcoptes  scabiei  crustose, 
Fiirstenberg. 

The  disease  usually  develops  typically  in  one  and  a  half  to  three  months 
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after  infection.  The  eczema  due  to  scratching  has  by  this  time  spread  over 
the  entire  body;  the  longer  the  disease  lasts  the  more  marked  it  becomes. 
Aside  from  the  irritation  and  the  loss  of  sleep  due  to  this,  no  further  symptoms 
arise. 

Spontaneous  recovery  does  not  result,  but  recovery  from  scabies  in  the 
course  of  concurrent  febrile  diseases  is  noted  as  the  consequence  of  the  death 
of  the  parasite.  The  ova,  however,  do  not  always  die.  Therefore,  after  recov- 
ery from  the  disease,  the  itch  frequently  reappears. 

The  DIAGNOSIS  is  easy.  The  location  of  the  efflorescences  is  particularly 
characteristic.  We  can  hardly  err  in  making  a  diagnosis  of  the  itch  when 
a  markedly  itching  cutaneous  eruption  is  characterized  by  the  presence  of 
isolated  nodules,  particularly  upon  the  anterior  surface  of  the  trunk  and  ex- 
tremities, of  small  vesicles  upon  the  fingers  and  interdigital  folds,  in  the  palm 
of  the  hand  and  on  the  sole  of  the  foot,  with  pustules  upon  the  fingers,  espe- 
cially in  young  people,  in  whom  eczema  shows  itself  chiefly  in  those  areas 
between  the  nipple  and  the  knees  for  which  the  parasite  shows  a  preference. 
The  diagnosis  becomes  certain  by  the  discovery  of  the  acarus  grooves,  or  of 
the  parasite  itself.     In  all  doubtful  cases  microscopic  investigation  is  necessary. 

Prurigo  and  scabies  are  often  confounded.  Leaving  out  of  consideration 
the  time  and  place  of  development  of  the  first  prurigo  efflorescences,  prurigo 
differs  essentially  by  the  localization  of  the  eruption.  This  is  found  chiefly 
upon  the  lower  extremities,  especially  upon  the  extensor  surfaces  of  the  tnmk, 
but  never  upon  the  flexor  surfaces  of  the  joints. 

After  scabies  has  been  recognized  in  an  individual,  it  is  wise  to  examine 
carefully  all  other  members  of  the  family,  and  to  treat  simultaneously  all 
who  are  affected.  The  aim  is  to  kill  the  parasite  and  heal  the  eczema.  In 
former  times,  when  the  parasitic  nature  of  the  itch  was  not  yet  understood, 
the  disease  was  looked  upon  as  almost  incurable;  we  can  to-day  rapidly  cure 
the  affection  by  a  number  of  remedies  such  as  sulphur,  tar,  naphthol,  balsam 
of  Peru,  Ptyrax,  petroleum,  etc. 

It  is  sufTioiont  to  mention  a  few  among  the  great  number  of  prescriptions : 

K   Flonim   sulphuris,  )  ..  ^^  ^ 

'  ^  ^  aa 20.0 


b 


01  ci  fagi. 

Saponin  viridis,        ,  .>  ,^  ^ 

'  '        ^  ui 40.0 


i  aa 


AxungisD  poroinae, 

Cretae  albae 15.0 

or  IJ  Styraci.slk,„i,li,      ) ^^^ 

rlonim  siilplni|;is,  ) 

Saponis  viridis 40.0 

Vaselini, 
Crcta?  albaj, 


I  aa 10.0 


^  ^       *  ^aa 10.0 


}' 


Crctji'  alba?, 

Sa])onis  viridis 50.0 

Axungiaj  porcinaj 100.0 
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Cf  ^  Styracis  liquidi 25.0 

Spiritiis  vini. *      10.0 

Olei   olmnim 65.0 

When  there  h  no  eczema  the  best  results  will  be  obtained  with  inunctions 
of  balsam  of  Peru.  The  patient  takes  a  bath  in  which  he  rul>s  himself  briskly 
with  green  soap.  After  an  hour,  when  t!ie  skin  has  become  entirely  dry, 
balsam  of  Peru  is  nibbed  into  the  entire  surface  of  Ihe  body.  About  ten  ^rams 
are  sufficient  for  this  purpose.  The  next  day  the  same  process  is  repeated. 
After  forty-eight  hours  the  patient  takes  another  bath,  which  completes  the 
process. 

In  the  majorit)^  of  cases  it  is  well  to  give  a  bath  to  soften  the  epidermis 
before  lieginning  the  actual  treatment.  In  private  practice  I  prefer,  as  a  rem- 
eily  for  scabies,  the  above-mentioned  napbthol  salve,  which  on  the  first  day  is 
twice  rubbed  into  the  body  and  completely  alhiys  the  itching  during  (be  suc- 
ceeding night.  If  the  itching  should  return,  a  third  inunction  is  given  upon 
the  second  day.  The  patient  is  able  to  follow  bis  ordinary  occupation.  It 
is  best  for  him  to  wear  woolen  nndenvear  as  the  salve  will  less  readily  adhere 
to  this.  Upon  the  sixth  day  a  liath  eompletes  the  antiscahies  treatment.  If 
there  is  ecuema  this  necessitates  further  therapeutic  measures  upon  which  I 
cannot  here  enter. 

The  **  rapid  cures''  were  formerly  much  in  vogue.  In  this  treatment  the 
patient  is  put  in  a  warm  bath  and  is  niblied  with  black  soap.  Tlie  bath  should 
last  an  hour  and  a  half  and  be  followed  by  an  intmction  of 

IJ   Sidjihuris  eitrini ID.O 

Pota,sste  subcarbonati 1,0 

Axungii©  * 40.0 

This  finishes  the  treatment.  Sensitive  persons  readily  react  to  this,  as  well 
as  to  otiier  rapid  cures,  by  an  eruption  of  eczema. 

Certain  forma  of  scabies  occur  in  various  domestic  and  wild  animals,  in 
the  horse,  the  sheep,  tlie  goat,  the  cameL  the  llama,  the  pig,  the  dog,  the  fox 
and  the  lion.     These  parasites  occasionally  attack  nian. 

According  to  Carron  du  Villards,  there  are  tw^o  varieties  of  fiearus  in  the 
Antilles  wdiich  nmy  infect  the  eye.  P'ischer  saw  a  decided  inflarimiation  of 
the  eye  produced  tiy  a  chicken  louse  (lipeurus  varialnlis,  Nitzseh)  which  had 
found  its  w^ay  into  the  conjunctival  sac.  According  to  Megnin,  another  acarus, 
the  bolotbynis  cocci nella,  Oervais,  produces  in  birds  a  dangerous  disease, 
which,  when  transmitted  to  man,  causes  itching  of  the  skin  and  inflammation. 
Another  acarus,  called  by  the  inhabitants  of  the  Antilles  the  aradnr,  burrows 
into  the  skin  of  fhe  eyelids,  forming  brown,  tortuous  furrows  which  may  be 
recognized  with  the  n^iked  eye.     Its  presence  produces  severe  itching. 

An  acarus  nc^fjliro phages  sanguinarius  has  been  found  by  Miyake  and 
Scriha  in  the  hemorrhagic  urine  of  a  Japanese.  How  important  this  acarus, 
which  is  said  most  closely  to  resemble  the  dermatocopter  communis,  may  be, 
cannot  at  present  be  determinetl.    The  significance  of  the 

Demodex  foUiculorum,  Simon,  1842, 
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is  still  debated.  This  acams  lives  in  the  hair  follicles  in  comedones  and  in 
the  glands  of  Meilx)mius  in  the  skin  of  the  face  of  man.  In  the  dog,  the  pig, 
the  cat,  and  in  cattle,  hair  follicle  acari  have  been  observed  and  are  said  to  be 
varieties  of  the  parasite  of  man.  The  views  of  authors  are  divided  as  to  the 
importance  of  this  parasite  as  a  causative  agent  of  disease.  We  incline  more 
and  more  to  the  opinion  that  it  is  one  of  the  harmless  parasites,  and  that  its 
occurrence  in  acne  pustules  is  of  no  pathogenic  significance.  Nevertheless, 
it  is  found  with  extraordinary  frequency — according  to  Hunsche  even  in  92.5 
per  cent. — in  the  sebaceous  glands  of  perfectly  healthy  individuals.  The  clin- 
ical conception  formulated  by  Raelmann  of  blepharitis  acarica  can  no  longer 
1)0  maintained.  The  acarus  is  found  with  great  regularity  in  the  ciliary  folli- 
cles of  normal,  as  well  as  of  abnormal,  eyelids. 

Of  the  linguatula,  or  tongue  worms,  which  are  elongated,  vermiform,  flat- 
tened or  cylindrically  curled  worms  whose  head  is  armed  with  an  elliptical 
chitin  mouth  and  two  retractile  claws,  one  is  parasitic  in  man.     This  is  the 

Pentastoma  tcenioides,  Rudolphi,  1810. 

The  sexually  mature  parasite  lives  in  the  nasal  cavity,  the  forehead  bones 
and  jaw  of  the  dog,  the  wolf,  the  horse,  the  mule, the  goat,and,  occasionally,  also 
in  man.  The  eggs  discharged  with  the  nasal  mucus  contain  embryos  which 
reacrh  the  open  air  where  they  are  taken  up  by  such  animals  as  rabbits,  hares, 
cattle,  horses,  etc.,  and  also  sometimes  by  man.  They  penetrate  the  intestinal 
wall,  and  reach  the  liver  where  they  become  encysted.  For  a  long  time  the 
larva  })entastoma  denticulatum,  Rudolphi,  was  taken  for  an  independent  para- 
site. After  a  certain  time  the  larvae  may  wander  further,  and  in  this  way 
reach  the  res})iratory  tract,  especially  the  nose.  In  other  cases  infected  organs 
are  eaten  by  carnivora.  The  larvae  which  reach  the  intestinal  tract  finally 
find  their  way  to  their  preferred  points  of  lodgment.  Man  unquestionably 
infects  hiinsolf  in  a  similar  manner.  The  pentastoma  either  accidentally 
readies  the  nose  or  is  introduced  into  the  intestinal  canal  by  contaminated 
food. 

Tlu?  sexually  mature  form  is  rarely  met  with  in  man.  Laudon  found  the 
parasite  in  a  locksmith,  who  suffered  for  years  from  jaundice  and  gastric  dis- 
tiirl)an(<\  and  later  from  epistaxis.  T^sually  the  larva  (the  pentastoma  den- 
tieiilatinn),  wlieii  observed  in  man,  is  found  particularly  in  the  liver,  the  lung, 
the  spleen  and  small  intestine,  the  peritoneum,  the  heart  muscle  and  the 
kidneys.  Special  sym])toms  are  not  present  in  these  cases.  The  pentas- 
toma ean  he  dia«rnosti(ated  only  when  tliey  »rive  ris(»  to  irritative  symptoms 
in  the  no-e  or  its  auxiliary  cavities  or  when  their  ova  are  found  in  the 
nasal  secretion. 

i*rnner  was  tlu'  first  to  find  in  the  liver  of  two  nenrroes  the 

1*1  nidshnna  ronslririum,  v.  Sirhr)J<1,  1852. 

olxervaiions  re<rardin«.r  the  occurrence  of  this  parasite  are  very  scanty. 
It  appears  that  when  present  in  great  numbers  it  may  be  the  cause  of  fatal 

peritonitis. 
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In  conclusion  I  must  mention  the 

INSECTS 

which  are  parasitic  in  man,  and  I  shoulil  first  like  to  consider  the  role  which 
they  play  in  the  transmission  of  infectious  diseases.  The  reports  concerning 
this  are  scanty  and  widely  scattered. 

From  the  interesting  investigations  of  !*^utall  it  appears  that  it  is  only 
rarely  that  anthrax,  chicken  cholera  and  mouse  septicemia  are  transmitted  by 
bed-bugs  and  fleas,  proliahly  because  tlie  insects  which  absorb  the  mieroiirgan- 
isms  with  their  sting,  soon  rid  themselves  of  them.  It  cannot,  however,  be 
denied  that  by  crushing  the  sucking  animals  which  contain  these  microorgan- 
isms in  their  blood,  and  l*y  scratching  at  the  point  of  the  bite,  these  germs  may 
be  conveyed  to  man.  But  it  must  be  remeiiiberod  that  the  infections  germs 
which  are  present  in  the  dejecta  of  betl-bugs  and  fleas  lose  their  toxic  proper- 
ties very  rapidly.     This  is  especially  noticeable  in  fleas. 

Plague  bacilli,  transmitted  to  bed-bugs  and  fleas,  appear  to  die  in  the 
intestinal  canal  of  ttiese  insects.  The  danger  Hes  in  the  fact  that  if  any  one 
crushes  an  insect  thus  infecte<l,  and  the  bite  is  then  rubbed  or  serateheil,  the 
bacilli  may  be  transmitted.  It  is  certain  from  the  experiments  or  Simmond 
that  flies  which  have  fed  upon  the  dejecta  or  the  bodies  of  cholera  patients  take 
up  cholera  germs,  and  transmit  them  to  food.  Relapsing  fever  spirilli  taken 
into  the  intestine  of  bed-bugs  appear  to  die  with  relative  rapidiiy.  The  imme- 
diate inoculation  of  apes  with  bed-bugs  that  have  sucked  themselves  full  and 
liave  been  crushed,  has  been  followed  by  positive  results.  Typhoid  bacilli  may 
apparently  be  carried  by  flies.  Tt  has  \)(vn  further  proven  that  flies  may  take 
tubercle  bacilli  into  the  intestinal  tract.  The  bacilli  have  boen  found  in  the 
dejecta  (fly  specks)  upon  walls,  in  closets,  and  on  doors.  It  ia  not  unlikely 
that  in  regions  where  leprosy  exists  it  is  transmitted  by  means  of  sareoptes. 
The  bulm  disease,  Egyptian  ophthalmia,  and  conjunctivitis  hlennorrhoica  may 
be  transmitted  by  flies,  Favus  and  impetigo  are  said  to  be  transmitted  hy  lice. 
That  infectious  diseases  are  transmitted  to  man  by  means  of  the  Ixodes  is  more 
than  doubtful.  The  role  played  by  the  Ixodes  bovis,  Riley,  1869,  or  the  booph- 
ilus  bovis,  Curtis,  18f>0,  and  l>y  the  tsetse  fly  in  Texas  fever,  the  tsetse  fly 
disease,  has  nof  come  within  the  range  of  our  observation. 

Of  the  parasitic  insects  I  shall  only  refer  liriefly  to  the  head  louse  (pedicu- 
lus  capitis,  de  Geer).  This  parasite  is  distributed  over  the  entire  world.  It 
generally  lives  upon  the  hairy  scalp,  but  in  cases  of  great  unclean! iness  also 
infects  other  parts  of  the  body.  The  ova  of  the  head  louse  arc  rarely  found 
in  the  cilia.  From  the  excrement  of  the  lice  which  is  conveyed  to  the  con- 
junctival sac  by  the  hands,  conjunctivitis  and  blepharitis  may  apparently  be 
produced.  Tn  cases  of  stubborn  bead  eczema^  especially  in  children,  the  pres- 
ence of  lice  should  invarialily  lie  Iooke<1  for.  It  is  kno\o)  that  pHca  polonica 
usually  develops  from  a  precerlin^  pediculosis  capitis  with  accnmpaaying 
eczema.  The  plica  polonica  (Polish  plait)  must  he  removed  with  the  scissors. 
To  exterminate  lice,  washings  with  vinegar,  petroleumj  or  corrosive  sublimate 
{l-l,t>Of>)  and  combing  the  hair  by  nu\ans  of  a  fine  comb  are  advisable.  The 
scalp  should  then  be  painted  twice  daily  with  Zictt-Lassar  zinnober  i^lve: 
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^  Hydrargyri  sulfurati  rubri 1.0 

Sulf uris  sublimati 24.0 

Olei  bergamottae gtt.  xxv 

Vaselini  flavi,  ad 100 

In  children,  Joseph  advises : 

!^  Acidi  salicyliei 1.0 

Tinchirae  benzoes 2.0 

Vaselini  flavi,  ad 50.0 

to  be  rubbed  into  the  scalp  twice  daily. 

The  clothes  louse,  pediculus  vestimenti,  Burraeister,  lives  upon  the  throat, 
neck,  and  trunk  of  man.  The  eggs  are  deposited  in  the  lanugo  hair  of  the 
skin,  as  well  as  in  the  underclothing.  The  bite  of  the  louse  causes  severe 
itching,  and  by  scratching  striae-like  wounds  are  produced.  If  the  condition 
exists  for  a  long  time,  open  wounds  and  ulcers  of  various  kinds  appear,  and 
finally  a  permanent  pigmentation  of  the  skin  which  is  particularly  noticeable 
in  those  areas  in  which  the  clothes  are  worn  close  to  the  body.  So-called  lousi- 
ness is  produced  by  the  abundance  of  the  clothes  louse.  Cleansing  the  clothes 
and  disinfecting  the  same,  and  washing  the  body  with  vinegar  or  petroleum 
will  rapidly  remove  the  disease. 

The  body  louse  (phthirius  inguinalis,  Redi,  1668)  is  most  frequently  found 
in  the  hair  surrounding  the  pubes.  Thence  it  is  distributed  over  the  trunk 
to  the  axillary  cavity,  into  the  beard,  into  the  cilia  and  into  the  eye-brows, 
but  is  very  rarely  found  upon  the  hairy  scalp.  The  exanthem  produced  by 
scratching  is  usually  found  in  corresponding  places.  The  maculae  caenileae, 
composed  of  reddish  brown  flakes,  which  are  found  upon  the  anterior  lateral 
aspect  of  the  thorax,  on  the  upper  thighs  and  buttocks,  are  of  a  peculiar  char- 
act<}r,  and  are  probably  produced  by  a  poison  contained  in  the  salivary  gland. 
The  parasite  may  be  removed  by  inunctions  of  gray  salve  followed  by  a  bath. 
Inunctions  with  balsam  of  Peru  or  white  precipitate  salve  will  also  rapidly 
remove  the  parasites.  The  phenomena  ])rodiiced  by  bed-bugs  (cimex  leetu- 
larius,  Merrett,  l(in7,  cimex  ciliatus,  Eversmann,  1841,  cimex  rotundatus,  Sig- 
noret,  1851)  and  those  produced  by  the  flea,  pulex  irritans,  Linn6,  1758,  are 
sufficiently  well  known. 

The  sand-flea  (sarcopsylla  penetrans,  Linne,  1758)  has  lately  become  of 
more  interest  to  (ieniiany  on  account  of  its  appearance  in  the  colonies.  Carrit^l 
from  its  homo  in  South  America  to  West  Africa,  the  parasite  has  gradually 
spread  itself  from  west  to  east,  until  it  reached  (Jerman  East  Africa.  By 
1897  it  became  a  land  y)lague  in  Uhehe. 

After  the  female  (the  male  lives  independently)  has  bored  its  way  under 
the  toe-nail,  it  a])pears  on  the  f\riit  day  as  a  small  harmless  point,  and  may 
easily  he  removed  without  ])ain.  Early  removal  is  the  only  protection  from 
serious  consequences;  it  is  therefore  advisable  to  inspect  the  feet  daily,  and  this 
is  the  more  necessary  in  infected  regions,  as  the  sand-flea  at  first  causes  no 
symptoms. 


Fio.  57, — Sakcopsylla  Penetrans,  Sand- 
FLEA^  Prior  to  its  Entrance  Under  tb:b 
Nail  of  the  Toe. 


Ftq.  58.— Sarcopsylla  Penetrans.  Removed 
FROM  A  Wound  or  tmk  Nail. 


sife  to  rupture,  the  ova  are  liberated,  and  stubborn  ulcers  dtvclop  which,  if 
neglerted,  cause  the  loss  of  the  toes.  Wound  infeetion  not  rarely  enniplioatea 
the  further  course.  The  parasite  should  be  removed  bj  carefully  lifting  it 
out  with  a  dull  forceps. 

FLY    LARViE   (Maggots) 

Fly  larvae  are  occasionally  observed  as  pjirasites  in  man.  The  mother  ani- 
mals belong  to  the  family  of  a^stride8  or  of  the  iniiscides,  the  actual  flies.  The 
clinical  picture  produced  by  larvae  is  known  as  myiosis  externa  or  interna  s. 
intestinalis. 

In  Europe  myiosis  externa  is  mostly  produced  by  the  larva  of  the  muscideg, 
more  rarely  by  the  larva  of  cestrides.  For  the  latter  the  larva  of  the  hypo- 
derma  bovis,  de  Geer,  or  hvpoderma  diana.  Brauer,  are  responsible.  In  the 
tropics  the  gadfly  boil  of  man  is  due  to  the  dermatobia  noxialis,  Brauer,  or  the 
ochromyia  anthropopbaga.  As  soon  as  the  eggs  of  these  flies  have  been  depos- 
ited upon  the  skin,  the  larvaB  pour  forth,  bore  into  the  skin,  and  in  the  course 
of  a  few  months  cause  the  attcction  which  is  known  as  the  "gadfly  boil  ^*  of 
cattle,  of  the  stag  and  nf  the  roe.  In  cattle  larva?  are  taken  up  by  the  mouth 
and  finally  find  their  way  under  the  skin;  whether  the  same  course  is  followed 
in  man  has  not  yet  been  proven.  Recovery  occurs  spontaneously,  by  the 
egress  of  the  parasites,  or  by  surgical  opening  and  extraction  of  the  larvae 
from  the  earbtin de-like  cutaneous  swelling,  Krautner  ob>ierved  a  dipteren 
larva  in  an  isolated  location.  He  extracted  a  larva  of  the  hvpoderma  bovis 
from  the  anterior  chamber  of  the  eye. 

The  occurrence  of  cestrus  larvte  in  the  digestive  apparatus  of  man  has  not 
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yet  been  determined  with  certainty.  Some  authors,  however  have  thought 
that  they  produce  another  disease,  the  "  creeping  disease/' 

In  the  hot  summer  months  it  is  noticed — the  number  of  cases  observed  is 
still  limited — that  upon  the  uncovered  portions  of  the  body  irr^ular,  serpen- 
tine, linear  elevations  appear,  which  never  branch,  and  these  give  rise  to  itching 
and  burning,  and  cause  a  red  elevation,  slightly  raised  above  the  skin.  The 
line  is  elongated,  and  tapers  rapidly  to  a  point  (1-15  cm.  in  twenty-four 
hours).  Occasionally  at  intervals  of  from  1-2  cm.  small  nodules  are  notice- 
able, which  have  been  declared  to  be  the  fecal  mass  discharged  by  this  insect. 
That  the  disease  is  caused  by  an  animal  parasite  is  certain.  The  parasite  itself, 
which  has  been  thought  to  be  a  gastrophilus  larva,  has  not  yet  been  zoologically 
and  definitely  determined. 

The  majority  of  affections  of  myiosis  externa  are  caused  by  muscides 
larvae.  In  Europe  it  is  particularly  the  sarcophila  Wohlfart,  Portschinsky, 
1875,  in  America  the  lucilia  macellaria,  Fabricius,  1794.  Those  persons  are 
most  endangered  who  sleep  in  the  open  air  and  who  suffer  from  any  purulent 
process:  Pus  from  the  ear,  nose,  or  similar  affections.  The  fly  is  otherwise 
extremely  timid  and  never  enters  living  rooms,  but  is  attracted  by  pus  and 
deposits  its  eggs.  The  larvae,  which  soon  come  forth,  cause  remarkable  de- 
struction by  their  enormous  appetite.  Entering  the  auditory  passages,  they 
eat  the  external  covering,  penetrate  the  t}inpanic  cavity,  and  pass  through 
the  Eustachian  tube  into  the  pharynx.  Great  destruction  is  wrought  in 
the  nose  and  its  auxiliary  cavities,  where  ulcers  and  purulent  wounds  are 
produced.  Autopsy  findings  confirm  the  extraordinary  virulence  of  these 
parasites. 

In  the  conjunctiva,  in  the  oral  cavity,  even  in  the  urethra  and  the  bladder, 
maggots  have  occasionally  been  observed.  Formerly,  before  the  introduction  of 
antiseptic  surgery,  maggots  in  wounds  were  not  very  uncommon;  to-day  they 
appear  only  in  such  as  are  grossly  neglected.  Besides  the  parasites  mentioned 
above,  in  man  larva*  of  calliphora  voniitoria  Robineau-Desvoidy,  cimex  limen- 
sis,  sarco])lia^^a  carnaria,  ^loigcn,  musca  cadaverina,  musca  domestica,  musca 
stabulans,  and  others  have  been  observed. 

I  should  like  to  say  here  that  numerous  occasional  parasites,  such  as  gal- 
leria  iiiclloiK'lla,  derniestes  lardarius,  geopliilus  sodalis,  geophilus  hortensis, 
thousand-k'trK^'rs,  have  \m'n  removed  by  pliysicians  from  the  nose.  Laboulbene 
mentions  a  case  in  which  the  gammarus  pulex  was  vomited.  This  by  no  means 
exhausts  the  nunilxir  of  the  occasional  parasites. 

For  their  riMiioval,  corrosive  sublimate  injections  and  chloroform  or  turpen- 
tine niixturcs  are  advised. 

^riie  myiosis  intestinalis  is  a  niuch-dehatiMl  parasite.  Although  numerous 
wcll-ohserved  cases  of  this  kind  are  on  record,  tlie  presence  of  the  larvae  of  flies 
in  the  di^^estive  api)aratus  is  still  doubted.  We  shall  touch  lightly  on  these 
doubts  which  are  nowise  justified.  Those  that  have  been  observed  up  to  now 
are  the  larva  of  musca  voniitoria,  musca  domestica,  musca  nigra,  musca  cor- 
vina,  mu<ca  j)endula,  niusea  meteorica,  calohata  ciharia,  hydrothorea  meteorica, 
sarc()|)ha;rn  allinis,  sarooj)ha<ra  carnaria,  sarcoj^haga  hajmorrhoidalis,  sarcoph- 
aga  liaMuatodes,  anthomyia  canicularis,  anthoniyia  scalaris,  etc. 
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On  account  of  the  myriads  of  flics  about  our  houses  and  tlieir  habit  of 
resting  j^referahly  upon  fond  u'lit-re  they  deposit  Iheir  eggs  aud  on  account  of 
the  great  pnHluetion  of  tly  krvix'  in  water,  it  is  quite  remiirkahte  that  hirvoe 
of  liies  do  not  more  frequently  reach  the  gai5tro-intes;tinal  canal  of  man.  There 
are  many  avenues  by  which  the  larvse  of  the  anthomyia  varieties  which  de- 
posit their  ova  in  sahuh  radishes,  l>erries,  etc.,  may  reach  the  intestinal  canah 
Many  of  the  hirva*  ari)  destroyed  in  the  digestive  tract,  or  do  not  tint!  the  condi- 
tions suitable  for  their  existence,  hut  they  generally  possess  such  extraordinary 
resistance  as  to  be  able  to  withstand  the  digestive  process. 

There  is  no  speeifie  syiuptomatology.  In  the  history  of  these  patients 
complaints  of  nausea,  tendency  to  vor?iit,  vomiting,  sour  eruetationSj  more  or 
less  severe  pain  in  the  epigastrium,  and  attacks  of  colic  may  appear.  At  one 
time  there  is  constipation,  at  another  time  diarrhea,  wilh  or  wiHiout  blood. 
Severe  spasmodic  attacks,  cramps,  sensations  of  fear  are  observed,  which  cease 
at  once  when  the  larva*  are  passed.  There  are  no  scfpuds,  however,  as  the  ex- 
istence of  the  parasite  is  so  brief.  The  larvte  are  voided  per  an  urn  with  the 
stools  or  by  the  mouth  in  vomitus;  sometimes  more  tlian  one  huudrcnl  larvae 
are  discharged. 

As  soon  as  the  discharge  of  larviP  has  been  recognized,  an  attempt  should 
be  made  by  tlierapeiitic  measures  to  etFwt  the  speed}^  removal  of  the  parajslte. 
If  the  larvaj  are  still  prt»sent  ehietJy  in  the  stomach,  they  may  be  removed 
by  lavage.  In  naphtholin  (0,5-LO  in  single  doses,  up  to  5,0  as  a  daily  dose 
for  adults)  we  no  doubt  possess  a  remedy  wliich  causes  tlie  deat!i  of  the  larva?, 
that  is,  brings  about  their  rnpid  removal. 

Besides  those  mentioned,  there  are  a  number  of  other  insects  which  are  "  oc- 
casional '"  parasites  of  man.  I  need  mention  here  only  the  different  varieties 
of  flies,  most[uitoes,  wasps,  bees,  hornets,  etc.,  which  occasionally  attack  man, 
and  by  their  sting  cause  marked  pain.  G.  Braun  has  lately  reported  the  bite  of 
poisonous  spiders  (Latodeetus  lagubris)  which  may  bring  about  serious  symp- 
toms.  The  bite  of  the  tarantula  is  harmless,  but  that  of  scorpions  causes 
severe  inflammatory  cutaneous  symptoms.  In  conclusion,  it  must  !>e  men- 
tioned that  various  caterpillars  supplied  with  hairs  containing  retroserrates 
and  spinules  may  cause  severe  irritative  phenomena  upon  tlie  skin,  the  con- 
nective tissue,  the  corinni  and  iris.  Gray  or  grayish  yellow  nodules  the  size 
of  a  lentil,  being  round  or  oval,  form  in  the  iris  and  subc^onjunctival  cellular 
tissue.  Laudon  mentions  that  in  girls  inflammation  of  the  sexual  apparatus, 
swelling  of  the  labia  and  leukorrbea  may  ha  cjuised  by  the  hairs  of  caterpiUars, 
and  also  that  the  toxic  substances  contained  in  the  cavities  of  the  hairs  of 
caterpillars  may,  by  penetrating  or  tearing  the  human  skin,  produce  severe 
irrij alive  phenomena. 

Tor  tbe^  relief  of  the  bites  or  stings  of  insects,  painting  with  sal  am- 
moniac, iehthyol,  or  ichthyol  salve  or  the  application  of  iehthyol  plaster,  is 
advised. 

The  severe  affections  of  the  eye  produced  by  the  hairs  of  caterpillars  re- 
quire the  extraction  of  the  hairs  wliich  have  entered;  in  iritis,  atropin  and 
warm  compresses.  Unfortunately,  the  prognosis  is  not  favorable.  The  cuta- 
neous irritation  may  be  lessened  by  vaselin  or  inunctions  with  lanolin. 
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IMPORTANT  POISONS  AND  THEIR  TREATMENT 

Bv    IL    V.    JAKSCH,  Praoub 

It  is  a  difficult  undertaking  to  confine  witliin  the  limits  of  an  arficle  all 
the  diita  of  importance  in  the  study  of  the  poisons  with  which  tlie  practising 
physician  is  likely  to  eorne  into  contacts 

In  modern  clinical  medicine,  the  conception  of  poisoning  must  l^e  very 
widely  extended.  The  amount  of  material  to  be  considered  is  enormous,  be- 
cause every  pathogenic  agent  which  findg  entrance  into  the  human  organism, 
including  also  every  eontagium  vivuni,  may  produce  toxic  action.  Tliis  great 
gronp  of  poisons^  the  etidogrnous  to.\icoses,  we  shall  not  here  consider^  hut 
shall  content  ourselves  with  tlie  discussion  of  (he  exogenous  toxicoses  which 
are  most  important  to  the  physician. 

In  the  definition  of  the  word  poison,  we  are  at  once  confronted  with  diffi- 
culties wliich  ncK?d  not  he  further  dwelt  upon.  Our  oliject  is  to  consider  a 
number  of  symptoms;  and  the  treatment  of  a  series  of  di.seases  all  of  which 
are  due  to  the  introduction  within  the  body  of  certain  well-knouii  chemical 
agents  from  without.  These  agenis  include  the  acids,  the  alkalies,  flie  metal- 
loids, t!ic  metallic  salts,  gases,  hoilies  that  belong  to  organic  chemistr)%  such 
as  the  fat  derivatives,  bodies  of  the  aromatic  group,  the  camphors  and  balsams, 
the  alkaloids,  the  glucosides,  bitter  and  indifferent  bmlies,  the  toxalhumina 
and,  finally,  vcgctal>lc  and  animal  poisons,  the  composition  of  which  is  only 
partially  known  to  us. 

From  Ihis  almost  endless  scries  it  is  apparent  that  we  cannot  dcscrihc  all 
of  the  pathologic  pictures  produced  by  these  poisons,  hut  it  will  he  our  object 
to  take,  as  an  example,  an  important  representative  of  each  of  the  previously 
mentioned  groups,  and  describe  its  etfccts. 

Wc  will  first  direct  our  attention  to  the  acids.  The  pathologic  proeei^ses 
produced  hy  these  poisons  may  very  properly  lie  designated  as  acidosis.  The 
dilTereoccs  between  these  acids  and  in  their  composition,  if  we  include  the 
organic  and  inorganic  varieties,  are  parallel  with  the  difference  in  the  clinical 
picture  which  develops  after  their  introduction  into  the  huTiian  organism. 
As  the  t}^e  of  acidosis,  I  shall  consider  inorganic  acid,  sulphuric  acid,  and 
shall  discuss  the  important  symptoms  of  this  poison  as  acidosiB.  I  may  re* 
mark  that  I  choose  this  particular  acid  for  the  reason  that  this  acid  toxicosis 
is  observed  with  relative  frequency  by  the  physician. 

There  can  be  no  doubt  that  by  tlie  introduction  of  large  amounts  of  acids, 
nervous  symptoms  may  be  produced ;  but  symptoms  of  this  kind  are  rarely 
observed  at  the  bedside,  as  the  local  s>^mptoms  produced  hy  the  acid  toxicosis 
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completely  dominate  the  scene.  Those  acids  whose  corrosive  effects  are  less 
prominent,  as,  for  example,  hydrochloric  acid,  may  show  nervous  sjrmptoms 
which  can  be  referred  to  the  acid,  but  even  this  is  relatively  rare.  If  an  indi- 
vidual takes  large  quantities  of  free  acid,  e.  g.,  sulphuric  acid,  what  symptoms 
are  produced?  The  deeply  invading  eschars  which  cover  all  parts  of  the 
mucous  membrane  are  characteristic,  particularly  in  those  areas  which  are 
brought  in  contact  with  the  acid  in  deglutition.  Severe  retching  and  the 
vomiting  of  brown  pulpy  masses,  excessive  pain  in  the  gastric  region,  intense 
burning  in  the  esophagus,  and  marked  salivation,  are  the  immediate  conse- 
quences of  such  a  toxicosis.  The  vomited  material  has  an  acid  reaction; 
within  a  few  hours  the  symptoms  of  marked  renal  irritation  develop. 

If  the  amount  of  acid  which  has  reached  the  stomach  is  relatively  large, 
and  the  acid  is  concentrated  with  the  continuance  of  vomiting,  symptoms  of 
perforative  peritonitis  soon  appear,  due  to  the  erosion  of  the  walls  of  the  stom- 
ach by  the  acid,  and  the  patient  succumbs  in  a  short  time,  often  within  a  few 
hours.  But  even  if  the  amount  of  acid  swallowed  was  not  large,  days,  even 
weeks,  must  elapse  before  the  eschars  heal.  Dysphagia,  salivation,  pain  on 
deglutition  continue,  and  often  fever  follows,  the  wounds  which  have  been 
produced  by  the  acid  becoming  the  point  of  entrance  by  which  pyogenic  organ- 
isms find  their  way  into  the  body.  An  important  fact  is  that  all  poisonings 
with  corrosive  acids,  even  in  cases  which  apparently  run  a  mild  course,  may 
lead  to  stricture  of  the  esophagus;  indeed  this  is  an  almost  invariable  result. 
Of  course  the  frequency  of  stricture  depends  on  the  variety  of  the  acid.  Poi- 
soning by  sulphuric  acid  almost  always  produces  this  s3rmptom,  nitric  acid 
less  frequently,  hydrochloric  acid  relatively  seldom,  but  there  can  be  no  doubt 
that  strictures  also  occur  from  hydrochloric  acid  toxicosis.  They  are  less  often 
seen  after  poisoning  with  organic  acids,  such  as  acetic  acid,  etc.,  perhaps  be- 
cause poisoning  with  concentrated  solution  of  these  acids  is  relatively  rare. 

An  important  symptom  which  must  be  discussed  is  renal  irritation  caused 
by  acid  toxicosis,  which,  in  my  experience,  often  leads  to  the  t3rpical  signs  of 
acute  toxic  nephritis.  Acid  nephritis  may  occur  in  all  acid  toxicoses;  most 
frequently,  however,  we  meet  with  it  after  poisoning  with  sulphuric  acid. 
The  syinptonis  are  exactly  the  same  as  in  acute  nephritis  due  to  other  causes, 
but  I  must  emphasize  the  fact  that  edema  does  not  accompany  this  form  of 
nephritis,  and,  furthermore,  that  dissolved  hemoglobin  frequently  appears  in 
the  urine. 

The  prognosis  in  poisoning  with  acids  should  always  be  considered  grave, 
as,  even  in  the  mildest  cases,  it  can  never  be  asserted  at  the  onset  that  stricture 
of  the  eso[)ha<,'us,  which  is  invariably  so  dangerous,  may  not  develop.  Even 
wutli  judicious  treatment,  stricture  may  result  in  under-nutrition,  or  in  actual 
starvation  with  all  its  consequences. 

In  retrard  to  the  diagnosis,  the  fact  that  an  acid  toxicosis  is  present  may 
be  readily  determined  from  the  markedly  acid  composition  of  the  vomited 
material,  and  from  the  previously  descril)e<l  eschars.  We  must  determine  with 
which  acid  we  are  dealing  by  a  testing  for  the  presence  of  that  acid  to  which 
the  patholofric  picture  points.  If,  for  example,  the  eschars  are  yellow  or  yel- 
lowish, it  may  he  presumed  that  nitric  acid  was  the  toxic  agent.     If  the  mucous 
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membrane  looks  as  thoiigh  it  had  been  soaldiHi  Imlrochlork  acid  sboidd  be 
thought  of;  deeply  invadiDg,  leather*likc  eschars  are  peculiar  to  sidphiirie  acid 
toxicosis,  white  eschars  are  peculiar  to  tartaric  acid,  etc.  The  presence  of  the 
special  acids  mustj  however,  be  proven  by  chemical  analysis,  the  cans i deration 
of  which  is  not  permissible  within  the  scope  of  this  article.  Examinations  of 
this  kind  should,  if  possible^  be  made  by  each  physician  for  himself.  But  we 
cannot  demand  that  the  practising  physician  make  these  tests  for  himself  be- 
cause implicated  chemical  apparatus  is  necessary,  and  therefore  T  limit  myself 
in  this  article  to  a  few  general  indications.  Certain  inorganic  acids,  snch  as  sul- 
phuric acid  and  ujtric  acid,  may  be  very  readily  determine*! ;  the  proof  of  the 
presence  of  hydrochloric  acid  is  more  diOicult,  since  it  is  normally  present  in 
all  stomach  contents.  But  in  most  cases  it  is  suflicient  to  demonstrate  bj 
titration  with  an  alkali  a  large  amount  of  free  acid  in  the  vomited  materiah 

Regarding  the  iheraptf,  our  sovereign  remedy  is  milk,  which  possesses  in  a 
high  degree  the  power  of  acid  neutralization;  if  this  is  not  immeiliately  at 
liaod  (for  rapidity  of  action  is  the  most  important  and  first  nxpiisite  in  the 
treatment  of  acid  toxicosis)  then  soap  suds  is  to  be  administered;  solutions 
of  albumin  are  also  advisable;  of  drugs  as  antidotes,  magnesia  usta  in  water 
is  advisable,  also  lime  water.  The  severe  pain  which  these  poisoning*?  canse 
justifies  the  use  of  opiates,  niorphin  and  cocain.  Unfortunately,  painting  the 
mucous  membranes  with  the  last-named  remedies  has  repeatedly  proved  disap- 
pointing to  me. 

Lavage  of  the  stomach  in  snch  cases  necessitates  great  care;  lavage  of  the 
stomach  in  poisoning  from  sulphuric  acid,  particularly,  involves  certain  dan- 
ger to  the  patient,  for  it  cannot  be  denied  that  by  such  a  process  a  gastric 
perforation  may  l>e  producc^d.  It  must  also  be  remembered  that  even  the  act 
of  washing  out  the  stomacli  in  such  patients  produces  severe  pain,  find  other 
forms  of  distress. 

I  must  briefly  describe  those  acid  intoxications  which,  on  account  of  their 
not  infrequent  occurrence  and  their  clinical  picture,  occupy  a  special  position, 
and,  therefore,  have  certain  interest  for  the  physician.  These  are  poisoning 
by  oxalic  and  prussic  acids. 

We  shall  llrst  describe  oxalic  acid  toxicosis.  Oxalic  acid  itself,  above 
all  its  salts,  which  are  used  for  polishing  metal  ware,  and  to  remove  ink  spots 
from  the  skin,  is  in  common  use,  and  is  a  frwjuent  cause  of  this  toxicosis. 

Oxalic  acid  and  its  salts  produce  like  mineral  acids  a  corrosive  effect  upon 
the  mucous  membranes  which  is  shortly  MIowed  by  a  considerable  reaction 
and  subsequent  inflammation  in  the  surrounding  area;  there  results  a  picture 
which  more  closely  resembles  poison  by  alkalies  than  by  acids  (see  below). 

The  nervous  symptoms  which  invariably  appear  in  the  course  of  poisoning 
from  this  acid,  such  as  convnlsions,  trismus,  and  tetanic  attacks,  are  quite 
noteworthy.  Tn  other  cases,  however,  very  threatening  symptoms,  oliguria  and 
anuria,  become  prominent  as  signs  of  severe  acute  toxic  renal  insutliciency 
due  to  infarction  of  the  kidney  with  calcium  oxalate. 

The  prognosis  in  this  form  of  poisoning  is  always  serious;  and  in  all  cases 
a  threatening  clinical  picture  results.  The  diagnosis  may  be  made  from  the 
symptoms  sketched  al)ove,  and  is  usually  easy.     It  becomes  certain,  however, 


1 


582  IMPORTANT  POISONS  AND  THEIR  TREATMENT 

only  when  it  is  possible  to  demonstrate  oxalic  acid  or  its  salts  in  the  excre- 
tions, above  all,  in  the  vomited  material.  In  cases  of  poisoning,  in  which  we 
have  the  relatively  slight  corrosive  effects  which  oxalic  acid  produces,  energetic 
gastric  lavage,  best  of  all  with  lime  water,  which  changes  oxalic  acid  and  its 
soluble  salts  into  insoluble  calcium  oxalate,  may  be  resorted  to;  lime  water 
may  also  be  given  internally.  The  use  of  sucrate  of  lime  has  been  especially 
praised. 

As  with  oxalic  acid  toxicosis,  a  special  position  has  been  assigned  to  poi- 
soning with  PRUssic  ACID.  In  concentrated  solution  it  is  one  of  the  most  vio- 
lent poisons  known,  and  in  the  course  of  a  few  minutes  causes  death.  With 
a  loud  cry,  the  person  poisoned  collapses,  the  respiratory  frequency  rises  enor- 
mously, convulsions  occur,  and  in  a  few  minutes  death  results ;  so  rapid  is  the 
course  that  the  physician  rarely  has  an  opportunity  of  attempting  relief.  If 
there  is  time,  immediate  washing  out  of  the  stomach,  with  the  addition  of 
hvdrogen  peroxid,  is,  at  all  events,  in  place;  subcutaneous  injections  of  atro- 
pin,  etc.,  have  been  advised,  but,  in  the  main,  we  are  compelled  to  say  that  in 
severe  cases  of  poisoning  therapy  is  ineffectual,  and  only  in  the  mild  cases  may 
we  count  upon  success. 

We  now  turn  to  the  second  group  of  poisons,  that  of  the  alkalies,  salts  of 
alkaline  metals,  and  metalloids.  We  shall  describe  only  three  forms  of  poi- 
soning, namely:  1,  Lye  toxicosis;  2,  poisoning  with  potassium  chlorate;  3,  poi- 
soning with  salts  of  barium. 

Next  to  poisoning  with  sulphuric  acid,  unquestionably  poisoning  with  lye 
is  undoubtedly  most  often  observed  by  the  physician.  We  never  get  poisoning 
by  pure  caustic  soda,  or  pure  caustic  potash,  but  with  mixtures  which  contain, 
besides  these  bodies,  potassium  carbonate  and  other  salts,  i.  e.,  with  fluids  which 
are  called  in  commerce  soda  solution  and  caustic  soda. 

What  symptoms  follow  the  introduction  of  these  substances  by  the  mouth? 

In  a  short  time  vomiting  of  glassy,  smeary,  soap-like  masses  occurs  and 
may  continue  for  hours,  or  even  days;  the  vomited  material  has  an  intensely 
alkaline  reaction,  and  later  often  assumes  a  brown  to  brownish-red  color  due 
to  decomposed  henioglo])in.  The  patient  is  tortured  by  great  pain,  particu- 
larly upon  dc^'lutition,  the  areas  of  the  mucous  membrane  which  have  come  in 
contact  with  the  caustic  substance  appear  softened,  oozing,  swollen,  and  cov- 
ered with  pseudo-nienibranos  which  desquamate  in  a  few  days,  and  then  cause 
the  dreaded  forniaticm  of  strictures,  particularly  in  the  esophagus.  Peritonitis, 
due  to  j)erforation  of  the  stomach  by  the  corrosive  action  of  the  alkali  upon 
its  walls,  may  also  appear.  Tlie  result  of  poisoning  of  this  kind  is  always 
serious,  and  in  a])parciitly  mild  cases  the  possil)le  sequel  of  stricture  of  the 
esoj)ha^nis  renders  the  pr()<,aiosis  unfavorable.  I  may  add  that  alkalies,  ceteris 
paribus^  ^Mve  rise  to  stricture  in  decidedly  sli^jfliter  concentration  than  acids. 

The  tn\itrnont  consists  in  the  immediate  neutral izaticm  of  the  alkali,  which 
is  l)est  accomplished  l)y  a  lemonade  containin^r  tartaric  acid.  Prompt  gastric 
lavage  is  contraindicatcd  on  account  of  the  dan<rer  of  perforation  of  the 
stomach:  on  the  other  hand,  on  account  of  tlic  severe  pain,  the  use  of  mor- 
phin  and  other  opiates  will  Ix*  necessary.  Cocain  has  here  been  as  ineffective 
as  in  the  treatment  of  acid  toxicosis. 
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Of  special  importance  in  this  gronp  of  poisons?  is  potassium  chlorate; 
hence  we  shall  briefly  consider  it.  The  drug  is?  of  special  significance  for  the 
physician,  as  poisoning  by  its  mwlicinal  use  lias  been  frecjuently  observed  in 
the  last  few  years.  The  quantity  of  the  salt  necessary  to  bring  about  this 
condition  varies  very  widely  in  different  individuals.  The  lethal  dose  in  chil- 
dren is  from  5  to  G  grams  and  in  adults  15  grarn.^  or  more. 

This  toxicosis  differs  particularly  from  poisoning  by  alkalies  in  that  there 
are  no  local  corrosive  effects. 

JSuch  patients,  however,  show  extreme  cyanosis,  they  complain  of  a  sense 
of  burning  and  oppression  in  tlic  chest,  the  skin  assumes  a  yellowish  hue, 
liemoglobin  (hematin)  ap|)ears  in  the  urine  without  any  other  mgn  of  nephritis. 
In  the  furtlier  course  of  the  afTecfion  there  are  severe  nervovis  symptoms,  such 
as  clonic  and  tonic  spasms  followed  by  delirium  and  then  by  deep  coma;  in 
this  condition  the  patient  succumbs.  Moreover,  there  are  undoubted  cases  of 
poisoning  in  wiiich  the  typical  symptoms  of  acute  nephritis  appear,  and  the 
patient  dies  of  uremia. 

The  prognosis  is  always  dubious;  but  recovery  may  occur  even  in  the 
severest  cases. 

The  diagnosis  is  made  more  certain  by  the  demonstration  of  met  hemoglobin 
in  the  blood,  and  proof  positive  is  the  presence  of  the  salt  in  the  jluid  obtained 
by  gastric  lavage.  If  the  amounts  introduced  were  very  large,  the  character- 
istic vapors  of  chlorin  gas  arc  at  once  given  off  upon  the  addition  of  hydro- 
chloric acid.  The  treatment  rc^fuires  immediate  and  thorough  washing  of  the 
stomach,  and  the  avoidance  of  the  introduction  of  acids,  for  the  latter  generate 
in  the  stomach  a  very  dangerous  chlorin  gas.  Tlie  use  of  encmata  is  also  indi- 
cated to  eliminate  the  poison  which  perhaps  may  already  be  present  in  the 
lower  portions  of  the  intestine. 

A  few  words  in' regard  to  the  commnations  of  barium. 

All  of  the  soluble  salts  of  barium  are  very  poisonous  I  Even  the  insoluhle 
barium  carbonate  may  be  changed  in  the  stomach  into  the  solu!]le  barium 
chlorid,  and  then  have  a  toxic  effect. 

The  principal  symptoms  arc:  Severe  pain  in  the  aMomen,  profuse  diar- 
rhea^  signs  of  acute  nephritis  and  an  entire  host  of  nervous  phenomena. 

The  therapy  consists  in  immediate  gastric  lavage  and  in  the  administration 
of  magnesium  sulphate  and  sodium  sulphate. 

The  prognosis  is  very  grave ! 

I  have  included  this  form  of  poisoning  because  the  barium  salts  are  reme- 
dies which  enormously  increase  blood  pressure,  and  therefore  barium  cUorid 
has  been  employed  in  place  of  calomel  in  disturbanci^s  of  cardiac  compensation. 

The  severe  symptoms  of  this  poisoning,  I  might  say  the  absolute  impossi- 
bility of  relying  upon  the  action  of  these  salts,  forces  me  to  advise  against 
their  use,  even  should  these  salts,  as  heart  tonics,  find  eulogists  in  the  future. 

We  now  proceed  to  another  group  of  poisonous  agents,  the  metalloida. 
The  first  to  be  consideretl  are  chlorin,  bromin  and  iodin,  with  their  combina- 
tions. Only  two  of  the  cmlorix  combixations  are  of  practical  importance, 
namely,  chloral  hydrate  and  chloroform.  The  first  is  used  as  a  hypnotic; 
but  it  is  not  a  harmless  remedy,  since  upon  long-continued  Uise  it  may  give  rise 
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to  psychical  depression,  and  according  to  all  appearances,  to  progressive  paral- 
ysis ;  and,  moreover,  in  persons  aflFected  with  disease  of  the  heart,  even  in  rela- 
tively small  doses  (2  to  3  grams)  it  may  cause  death.  We  should,  therefore, 
be  most  cautious  in  the  use  of  this  remedy,  sometimes  so  necessary,  for  exam- 
ple, in  the  treatment  of  certain  forms  of  delirium  tremens!  In  cardiac  dis- 
eases, particularly,  the  use  of  chloral  hydrate  is  contraindicated ! 

The  second  remedy  to  be  discussed  is  chloroform.  Every  one  knows  the 
blessing  of  its  effect,  and  it  is  to  be  hoped  that  the  physician  may  be  spared 
any  exhibition  of  its  deleterious  action  during  his  professional  career! 
Chloroform  is  a  potent  cardiac  poison,  and  the  sudden  deaths  in  narcosis  which 
occur  from  time  to  time  may  be  referred  to  this  circumstance.  There  can  be 
no  doubt  that  chloroform  narcosis  may  produce  permanent  damage  to  the 
organism,  such  as  fatty  degeneration  of  the  heart  and  of  the  liver,  and  for 
this  reason  our  motto  must  be :  Be  cautious  in  the  use  of  chloroform,  whether 
employed  as  an  anesthetic  or  internally!  I  shall  not  detail  the  symptoms. 
These  are  generally  known.  Fatalities  can  never  be  entirely  prevented  in 
chloroform  anesthesia,  but  careful,  minute  investigation  of  the  heart  of  the 
patient  who  is  to  be  anesthetized  with  chloroform  will  certainly  limit  them  to  a 
great  extent.  We  must  hope  that  the  time  is  not  far  distant  when  less  dan- 
gerous anesthetics  will  be  substituted  for  chloroform  narcosis.  A  beginning 
has  already  been  made  in  this  direction  by  Schleich's  infiltration  anesthesia. 

In  the  second  halogen,  the  bromin  salts  shall  be  briefly  mentioned ;  these 
are  extensively  used  in  medicine,  and  thus  cause  the  development  of  that 
pathologic  picture  which  we  appropriately  designate  as  bromism.  Although 
we  cannot  avoid  using  the  salts  of  bromin  in  the  treatment  of  epilepsy,  and 
although  recent  observations  have  shown  that  the  administration  of  the  salts 
of  bromin  in  food  free  from  chlorin  or,  at  least,  almost  free  from  it,  is  rela- 
tively well  borne,  on  the  other  hand  we  cannot  deny  that,  particularly  in  pre- 
disposed individuals,  even  the  therapeutic  use  of  bromin  may  cause  serious 
symptoms  of  bromism.  It  is  possible  that  the  administration  of  bromin  in 
sesame  oil  may  mitigate  these  symptoms,  but  it  cannot  be  expected  to  prevent 
their  appearance  entirely.  The  symptoms  are  anorexia,  metallic-  taste,  dys- 
pepsia, decided  emaciation,  dermatoses  of  many  varieties;  also  a  series  of 
psychical  and  nervous  disturbances,  particularly  loss  of  memory,  and  these 
may  lead  to  the  development  of  the  severest  psychical  symptoms.  The  salts 
OF  lODiN  act  in  a  similar  manner,  except  that  here,  as  a  rule,  emaciation, 
I  might  say  all  the  somatic  symptoms,  take  precedence  of  the  psychical 
element. 

We  now  turn  to  another  of  this  group  of  poisons,  to  phosphorus,  which, 
at  least  in  Austria,  assumes  uncommonly  great  importance,  for,  in  certain 
cities — (»s|)eeially  in  Prague,  next  in  Vienna,  less  fre(iuently  in  the  country — 
the  nuniher  of  poisonings  by  this  agent,  which,  in  the  course  of  the  year,  come 
under  the  observation  of  the  y)hysioian,  is  an  unusually  large  one.  Almost 
exclusively  the  cases  are  suicidal,  although  the  poison  is  often  taken. to  bring 
about  abortion.  But  the  clinical  picture  of  poisoning  by  phosphorus  has 
additional  interest  from  the  fact  that  a  number  of  other  toxicoses,  even  a  num- 
Iht  of  diseases  for  the  most  part  infectious,  present  or  may  present  a  picture 
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resembling  poisoniEg  from  phosphorus,  ilusliroom  poisoning  (which  see) 
is  an  example  of  mich  toxicosU,  and,  of  other  diseases,  acute  yellow  atrophy  of 
the  liver. 

What  symptomi?  are  produced  by  poisoning  with  sticks  of  phosphorus? 
A  few  hours  after  the  ingestion  of  the  poison,  nausea  and  a  tendency  to  vomit, 
more  rarely  actual  vomiting,  appears;  the  patient  is  uncommonly  restless; 
jaundice,  which  may  occur  upon  tlie  first  or  the  second  day  after  the  poison- 
ing, indicates  the  severity  of  the  intoxication.  Usually  we  see  decided  enlarge- 
ment of  the  liver,  which  may  even  appear  a  few  hours  after  the  poisoning. 
The  evidences  of  the  hemorrhagic  diathesis  and  fever  are  added  to  this,  and 
in  a  few  days  the  patient  suceimd>s  from  his  snfTcring.  In  the  majority  of 
cases  of  poisoning  with  phosphorus  it  is  fatty  degeneration  of  the  heart  which 
causes  death.  The  later  jaundice  appears,  the  more  favorahle  the  prognosis; 
a  good  appetite,  or  even  a  sensation  of  hunger,  is  a  favorahle  sign  in  the  course 
of  phosphorus  toxicosis.  In  the  severe  eases  the  urine  contains:  Biliary  col- 
oring matter  and  alhumin  ;  not  rarely,  if  large  amounts  of  grape  sugar  be 
administered  to  the  patient,  sugar  is  also  present ;  that  is,  an  alimentary  glyco- 
suria arises,  a  symptom  which,  according  to  my  experience,  is  intimately  con- 
nectcHl  with  the  changes  pro<luccd  in  the  liver  by  this  toxicosis. 

What  is  the  best  treatment  for  phosphorus  poisoning?  I  know  of  hut 
one  reliable  remedy:  Thorough  gastric  lavage  performed  at  once.  The  earlier 
and  the  more  actively  this  is  carried  out  the  more  certain  the  result ;  never- 
theless, even  cases  in  wliich  enormous  amoimts,  up  to  O.T  gram,  of  phos- 
phorus have  been  taken  may  tt^rniinate  in  recovery,  as  is  shown  by  a  case  of 
my  own-  I  also  use  sulphate  of  copper,  solutions  of  old  oil  of  turpentine, 
hydrogen  peroxid,  and  potassium  jH'rmanganate,  and  I  must  admit  that  these 
agcnt.s  produce  certain  favoralile  effects,  but,  as  a  s^ivereign  remedy  in  the 
treatment  of  poisoning  from  phosphonis,  tliey  do  not  e<pml  gastric  lavage,  in 
which  30  to  40  liters  of  water  may  be  used,  and  this  should  be  continue*!  until 
the  fluid  no  longer  has  the  faintest  smell  of  phos|>liorus.  The  cliemica!  proof  of 
phosphorus  in  the  vomitwl  nmterial  or  in  the  feces  is  very  easy:  Two  pieces  of 
filter  paper  are  moistened,  one  with  a  solution  of  nitrate  of  silver,  the  other 
with  a  solution  of  lead  acetate;  both  arc  then  dipped  in  the  material  to  be 
tested.  If  the  silver  nitrate  portion,  owing  to  the  reduction  of  salt  of  silver, 
shows  a  black  discoloration,  this  proves  that  phos]>horus  is  present.  When 
the  lead  portion  lieeomes  black  the  result  is  uncertain,  for  then  the  reaction 
may  have  been  brought  about  by  hydrogen  sulphid,  and  this  is  particularly 
prone  to  occur  if  the  feces  are  examined.  If  the  test  is  positive,  i.  e.,  if  the 
lead  portion  is  not  blackenefl,  certain  proof  is  furnished  that  poisoning  by 
phosphorus  is  present.  T  must  remark  here  that  a  positive  result  in  the  test 
of  the  feces  always  renders  the  jirognnsis  unfavorable,  for  this  reaction  shows 
that  the  phosphorus  has  passed  through  the  entire  intestine,  and  so  has  in  all 
probability  been  taken  up  into  the  organism.  In  such  cases  we  must  endeavor 
to  eliminate  the  phosphorus  from  tlie  intestine  as  rapidly  as  possible,  the  best 
means  being  l>y  the  adminisfration  of  an  infusion  of  senna.  Much  that  is 
interesting  regarding  phosphorus  poisoning  might  still  l>c  mentioned],  such  as 
the  relations  between  poisoning  by  phosphorus  and  acute  yellow  atropliy  of 
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the  liver  and  certain  forms  of  mushroom  poisonings  but,  unfortunately,  these 
are  beyond  the  limits  of  this  article. 

Some  reference  must  be  made  to  chronic  phosphorus  poisoning  which  is 
the  terror  of  the  workman  in  the  manufacture  of  phosphorus  matches;  and 
presents  itself  in  the  form  of  a  phosphorus  necrosis  of  the  lower  jaw.  In 
Austria,  on  account  of  the  excellent  hygienic  measures  enforced  by  the  super- 
vision of  the  Government,  this  form  of  the  disease  has  become  a  rarity. 

We  now  turn  to  another  agent,  sulphur  and  its  combinations,  of  which 
poisoning  by  sulphureted  hydrogen  and  carbon  bisulphid  are  the  most  im- 
portant. 

Poisoning  with  sulphureted  hydrogen  is  rare,  but  occurs  most  frequently 
in  chemical  laboratories  and  among  workmen  in  latrines.  If  the  gas  is  pres- 
ent in  great  amounts,  and  the  air  is,  therefore,  relatively  deficient  in  oxygen, 
the  affected  individual  soon  shows  the  severest  symptoms,  and  rapidly  perishes. 
In  less  severe  cases  there  is  debility,  weakness  and  vomiting  occur,  followed 
by  fibrillary  muscular  contractions,  etc.  Generally  this  form  of  poisoning  is 
of  slight  importance.  On  the  other  hand,  poisoning  by  carbon  bisulphid 
occurs  more  frequently,  and  leads  to  very  interesting  changes  in  the  retina 
which  until  recently  have  been  but  little  studied. 

We  now  turn  to  a  very  important  toxicosis,  that  of  arsenic  and  its  com- 
binations. 

All  soluble  combinations  of  arsenic  are  poisonous!  The  s3rmptoms  vary 
according  to  the  amount  of  the  poison  ingested,  the  ready  solubility  or  insol- 
ubility of  the  substance,  and  the  state  of  the  stomach;  if  taken  on  a  full 
stomach  the  phenomena  appear  less  rapidly  than  on  an  empty  stomach. 

In  the  severest  form,  asphyxia  arsenicalis,  83rmptom8  arise  which  very 
closely  resemble  the  clinical  picture  of  cholera  Asiatica  and  in  a  few  hours  may 
cause  death.  I  refer  to  such  symptoms  as  vomiting,  diarrhea,  rice-water-like 
stools,  and  cramps  in  the  calves  of  the  legs ;  in  less  severe  cases  the  same  symp- 
tom-complex is  produced — although  less  rapidly — and  the  83rmptoms  of  toxic 
enteritis  (purulent  stools,  tenesmus,  etc.)  are  more  prominent. 

A  positive  dia^osis  can  only  be  made  when  arsenic  is  found  in  the  vom- 
ited material  and  in  the  excretions,  for  which  purpose  it  is  necessary  to  de- 
termine the  presence  of  arsenic  by  positive  methods,  and  to  isolate  it:  If 
arsenious  acid  has  been  employed,  an  accurate  microscopic  investigation  will 
occasionally  demonstrate  that  this  substance  is  present:  The  white  particles 
are  extract(Ml  with  a  forceps  from  the  vomited  material,  rinsed  with  water, 
and  dissolved  in  liot  water;  upon  cooling,  the  characteristic  small  octahedra 
of  arsenious  acid  are  found  as  crystals. 

What  must  he  done  in  the  treatment  of  this  condition?  The  answer  is 
this:  IrnnKHliate  and  thorough  lavage  of  the  stomach,  administration  of  cal- 
cined niagnesiuiu  in  water,  also  washing  out  tlio  stomach  with  this  preparation 
and  the  achninistration  of  Bunsen\s  rouKMly,  namely,  hydrated  oxid  of  iron; 
if  at  hand,  11  hk?  water  may  he  employed  ;  hy  fre<|uent  and  copious  enemata,  the 
intestine  must  ])e  eiiij)tie(l,  and  the  poison  thus  exi>elled  from  the  bowel. 

i^hronir  arsenic  jutlsotutKj  is  very  interest in<r  on  account  of  the  extreme 
cachexia,  the  severe  nervous  disturbances  such  as  polyneuritis,  etc.,  and  the 
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very  peculiar  cutancoug  melanoses  to  which  these  conditions  lead  and  which 
have  lately  heen  much  studied.  The  therapy  must  he  strictly  adapted  to  each 
individual  case.     It  is  impossible  to  enter  into  lU  details. 

Poitioniiig  l>y  arfitmiureied  hi/drogen  must  he  briefly  referred  to.  This 
is,  of  late,  not  rare  in  chemical  laboratories  and  in  chemical  factories.  The 
caiies  run  a  severe  course,  but  frequently  terminate  favorably.  Jaundice, 
hematuria,  various  spasms  form  the  most  important  symptoms,  i.  e.,  the  course 
h  entirely  different  from  that  of  poisoning  with  the  salts  of  arsenic  1  The 
therapy  c*onsists  only  in  strict  prophylaxis:  Avoidance  of  all  chemical  proc- 
esses in  open  spaces  in  which  arseniuretai  hydrogen  can  possibly  develop. 

We  now^  turn  to  another  fr>rni  of  toxici\<cs:  Pnisenin|:j  with  metallic  salts, 
mctallism.  From  the  enormous  number  of  metallic  salts  which  could  \m  nu^n- 
tioned  here,  I  shall  only  emphasize  poisoning  with  lead  and  mercurtj  as  of 
practical  importance. 

Acute  pdisoning  wiih  salts  of  lead  is,  upon  the  whole,  of  comparatively 
slight  interest,  but  much  more  ituportant  are  the  chronic  lead  toxk^oses. 

Kegardiug  the  former,  a  metallic  taste,  a  sensation  of  dryness  and  burning 
in  the  mouth  and  throat,  and  severe  eolic-like  pains  are  the  most  important 
symptoms;  later  obstinate  vomiting  occnrs,  and  the  vomite<l  material  often 
shows  a  hemorrluigic  discoloration.  A  dtagnosis  of  acute  poisoning  with  the 
salt  of  lead  cannot  lie  certainly  made  from  these  symptoms,  but  the  presence 
of  lead  salts  in  the  vomited  material,  the  history,  the  eorpics  delict i,  i,  e.,  the 
investigation  of  the  salt  which  may  be  at  hand,  the  fluid,  etc.,  render  the 
diagnosis  of  acute  lead  poisoning  possible.  Tlie  imuiediate  administration  of 
milk,  of  solutions  of  albumin,  of  sodium  sulphate  anrl  magnesiutn  sulphate 
which  reduce  lead  combinations  to  an  insoluble  lead  sulphate,  is  recommended. 

It  is  most  important  for  the  physician  to  recognize  chrome  had  poisoning , 
partly  because  of  tlie  fre*[ueucy  of  its  occurrence,  and  partly  because  it:  mani- 
fests itself  in  such  various  w^ays. 

Lead  poisoning  from  occupation,  as  in  type-setters,  painters,  gas-fitters, 
etc.,  is  usually  preee<Jed  by  s^-mptoms  of  kad  colic:  The  patients  are  seized 
with  paroxysms  of  severe  cutting  pains  in  the  alnlomen,  an  attack  in  its  great* 
est  intensity  rarely  lasting  longer  than  a  quarter  of  an  hour,  and  afler  a 
shorter  or  longer  interval  the  severe  paroxysms  of  pain  set  in  anew.  The 
abdomen  is  retracted,  there  is  constipation,  the  pulse  is  slow.  The  physician 
must  act  at  once.  A  lukewarm  hath  will  often  relieve  the  paroxysms  of  pain 
in  the  briefest  time;  hut  the  patient  sliould  not  be  allowed  to  suffer,  and  if 
*this  is  not  effective,  morphin  subcutaneously  should  be  employed;  0.005  gram, 
certainly  0.01  gram,  hypodermically  employed,  will  in  a  short  time  relieve 
the  attack.  But  the  serious  s}miptoms  of  chronic  lead  toxicosis  can  only  be 
averted  if  tbe  patient,  in  the  future,  carefully  avoids  contact  with  combina- 
tions of  lead  or  working  wifh  salts  of  lead.  If  he  fail  to  do  this,  the  first 
attack  is  succeed i-d  by  a  second,  a  third,  etc.,  and  the  serious  tragedy  of  chronic 
lead  poisoning  begins. 

Sometimes,  besides  the  pale  appearance,  the  exeniciating  pains  in  tlie 
joints  (arthralgia),  paresthesia,  various  disturbances  of  sensation  torment  the 
patient;  in  many  cases  lie  is  spared  these  symptoms^  but  weakness  in  the 
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hands  occurs,  the  hands  are  moved  with  diflSculty,  or,  finally,  can  no  longer 
be  extended :  The  unfortunate  condition  of  bilateral  radial  paralysis  develops 
(wrist-drop).  Sometimes  the  havoc  ceases  there;  no  other  symptoms  appear; 
but  radial  paralysis  renders  the  patient  incapable  of  working  for  a  long  time, 
and  frequently  for  life. 

The  condition  becomes  more  serious  if  there  is  evidence  of  grave  cere- 
bral disease;  R3rmptoms  of  encephalitis,  epilepsy,  mania,  briefly,  mental  dis- 
turbances of  all  kinds,  indicate  how  seriously  this  poison  influences  the  brain. 
Because  of  these  disturbances  the  prognosis  is  very  serious;  and  unless  dis- 
ease of  another  organ,  consequent  upon  this  toxicosis,  particularly  the  lead 
kidney,  terminates  the  life  of  the  unfortunate  patient,  the  insane  asylum  is 
likely  to  be  his  final  resort. 

The  terrible  nature  of  lead  poison  is  thus  apparent,  and  yet  I  have  men- 
tioned l)ut  a  few  signs  of  this  toxicosis.  It  must  be  added  that  metabolism  is 
most  unfavorably  influenced  by  lead,  in  that  it  leads  to  an  increased  forma- 
tion and  excretion  of  uric  acid,  and  thus  produces  symptoms  which  are  also 
observed  in  arthritis  urica  (gout). 

What  remedial  agents  does  therapy  furnish  with  which  to  combat  these 
conditions,  and  what  treatment  must  be  adopted  if  the  phenomena  described 
have  already  appeared  ?  Regarding  the  first  point,  only  a  careful  prophylaxis 
is  in  order.  Workmen  in  lead  who  have  once  recovered  from  lead  colic  must 
always  change  their  occupation;  the  dangers  to  which  they  are  subjected 
must  be  fully  explained  to  them,  and  they  should  be  induced  to  seek  other 
means  of  support  which  do  not  bring  them  into  contact  with  combinations 
of  lead.  If,  however,  the  unfortunate  s3rmptoms  are  present,  i.  e.,  radial 
paralysis,  we  may  attempt  to  improve  the  condition  by  the  employment  of 
electricity,  massage,  particularly  vibratory  massage,  also  by  the  administra- 
tion of  preparations  of  iodin,  such  as  sodium  iodid,  iodipin  (10  per  cent, 
solution),  and  furthermore,  by  the  use  of  baths.  In  the  main  we  must  admit 
that  in  radial  paralysis,  encephalitis,  epilepsy,  etc.,  due  to  lead  toxicosis,  we  are 
almost  powerless. 

A  word  ropirding  the  diagnosis.  In  the  characteristic  'Mead  line,'*  the 
peculiar  l>liiish  disci  oration  of  the  mucous  membrane  of  the  mouth  in  those 
areas  in  which  the  teeth  are  implanted  in  the  jaws,  we  have  a  cardinal  symp- 
tom of  lead  toxicosis.  It  is  true  this  symptom  may  be  explained  in  many 
ways,  since  various  factors,  for  example,  tooth  powder  which  contains  wood 
charcoal,  chronic  mercury  poisoning  in  workmen  in  iron  and  iron  salts,  may 
])ro<luc(^  a  symptom  which  sometimes  very  closc^ly  resembles  this.  Hence  a 
dia<xnosis  should  never  he  made  from  the  lead  line  alone.  If,  however,  other 
symptoms,  particularly  colic,  favor  the  view  that  we  are  dealing  with  lead 
toxicosis,  tlie  presence  of  tlie  lead  line  may  he  considered  to  confirm  this  diag- 
nosis, the  more  so  as  tlie  chemical  proof  of  lead  in  the  secretions,  for  example, 
in  the  urin(\  is  fre(|uently  negative,  particularly  in  the  late  stages  of  the 
diseas(\ 

In  practical  imporiance  mrrcnr'uil  pifisonbifj  may  be  placed  side  by  side 
with  saturnine  pnisnninff.  Since  the  soluble  comhinations  of  mercury  have 
been  utilized  as  antiseptics  in  therapy,  the  number  of  cases  of  acute  as  well  as 
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chronic  poisoning  by  mercury  has  been  enormously  incroasedj  although  re- 
cently^  since  the  recognition  of  the  danger  in  this  antisepsis,  tho  number  has 
been  lessened  by  a  more  judicious  use  of  mercury. 

All  salts  of  MERCURY  are  poisonnus !  It  is  true  the  number  of  poisonings 
which  have  Imen  observetl,  for  example,  with  mercuric  Bulphate,  with  mer- 
curie  iodid,  etc,  are  exceedingly  small  in  comparison  with  the  number  of 
poisonings  with  corrosive  sublimate,  the  hydrargyrum  birhloratum  corrosivum 
(mercuric  chlorid).  These  should  not  be  confounded  with  mercurons  clilorid, 
calomel,  which,  in  much  smaller  doses,  also  has  a  toxic  effect.  I  saw  a  case  in 
which  six  grams  had  been  taken  with  suicidal  intent,  yet  it  was  followed  by 
recovery  in  a  few  days.  The  lethal  dose  of  ehlorid  of  mercury  in  our  popula- 
tion is  about  0.2  gram;  I  say  in  our  population,  because  the  opium  smokers 
in  China  can  bear  enormous  doses  of  corrosive  sublimate. 

In  acute  toxicosis  with  mercury,  therefore,  we  shall  discuss  only  the  clin- 
ical symptoms  produced  by  corroi^ive  sublimate.  In  the  chronic  form  we  shall 
concern  ourselves  more  or  less  with  all  of  the  ^alts.  and  metallic  mercury, 
even  the  fumes  of  mercury,  will  be  taken  into  consideration. 

What  are  the  symptotns  of  poisoning  hi/  corrosive  suhUmafe? 

If  the  poison— as  in  the  majority  of  cases — is  introduced  through  the 
mouth,  widely  distriViuted  eschars  at  once  appear  U|>on  those  areas  of  the 
mucous  membrane  which  have  come  in  contact  with  the  poison.  Violent  vom- 
iting  appears;  the  vomitus  is  adjuixed  witli  bloo<l,  anrl  later  with  shreds  of 
mucous  membrane.  Colicky  pains  and  profuse  diarrhea  follow,  there  is  sup- 
pression of  urine  or  else  but  a  small  amount  of  hemorrliagic  urine  is  voided. 
Even  at  this  stage  a  fatal  termination  may  ensue;  the  subnormal  temiK^rature 
and  the  small  pulse  with  low  tension  indicate  the  approaching  end.  Usually, 
however,  the  sufferings  of  the  patient  are  decidedly  prolonged.  The  deeply 
penetrating  eschars  cause  agonizing  pain.  Ulcerative  stomatitis,  parotitis, 
annoying  salivation  increase  the  distress.  Gastritis  and  ulcerative  enteritis 
with  all  of  ttieir  consefiuenccs  supervene.  The  symptoms  on  the  part  of  the 
kidney  become  more  intense.  The  scanty  urine  shows  the  characteristics  of 
acuta  nephritis.  After  days  of  misery  the  patient  succumbs  to  uremic 
toxicosis. 

In  all  case«  of  poisoning  with  corrosive  sublimate  the  prognosis  is  serious. 
Even  apparently  mild  cases  may  develop  acute  nephritis  and  terminate  fatally. 

For  certainty  in  diagnosis  the  presence  of  mercury  must  be  proven  in  the 
vomited  material,  in  the  urine,  and  |>erhaps  in  the  feces.  In  a  number  of 
cases  the  history  and  the  typical  symptoms  will  at  once  indicate  the  correct 
diagnosis. 

The  therapy  consists  in  immediate  and  thorough  lavage  of  the  stomach 
with  milk  and  solutions  of  albumin.  Talde  salt  increases  the  solubility  of 
corrosive  sublimate  and  therefore  cannot  be  employed.  Stomatitis  is  to  be 
treated  with  solutions  of  potassium  chlorate,  tlie  anuria  with  lukewarm  baths 
and  by  venesection.     The  severe  pain  necessitates  the  use  of  opiates. 

We  now  turn  to  chronic  mercurial  poisoning.  This  occurs  most  commonly 
among  workers  in  certain  industries. 

I  should  like  here  to  emphasize  the  fact  that  mercurial  treatment  care- 
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fully  conducted  and  based  upon  a  correct  diagnosis  has  never  produced  in  any 
patient  the  symptoms  of  chronic  mercury  toxicosis ! 

The  symptoms  in  the  beginning  resemble  those  of  lead  poisoning:  pallor, 
dyspepsia,  the  appearance  of  a  black  line  upon  the  gums  (see  p.  588),  but  the 
typical  colic  of  lead  poisoning  is  absent.  The  patient  emaciates.  Diarrhea, 
stomatitis  and  salivation,  and  various  dermatoses,  such  as  erythema,  eczema, 
furunculosis,  and  ulcers  of  the  skin,  appear.  Nervous  symptoms,  such  as 
tremor  and  polyneuritis,  follow.  These  are  the  signs  of  increased  psychical 
irritability  (erethismus  mercurialis),  and  finally,  severe  psychical  depression 
(coma).  All  this  makes  the  life  of  the  patient  miserable,  and  may  shorten 
it.  But  a  greater  danger  consists  in  the  fact  that  the  kidney  may  be  attacked, 
and  after  years  of  invalidism  the  patients  often  succumb  to  the  symptoms  of 
contracted  kidney  or  of  chronic  nephritis,  and  even  without  nephritic  sjnmp- 
toms  some  patients  may  succumb  to  marasmus  praecox  relatively  early  in  life. 

The  prognosis  in  the  first  stages,  in  case  no  nephritic  symptoms  are  pres- 
ent, is  not  unfavorable;  in  the  later  stages,  particularly  if  psychical  disturb- 
ances have  appeared,  it  is  always  serious.  In  treatment,  preparations  of 
iodin  and  bromin  (sodium  iodid,  iodipin,  etc.)  are  most  efficacious.  Sulphur 
baths  are  also  used.  With  intact  kidneys,  pilocarpin,  in  the  form  of  subcu- 
taneous injections,  may  render  good  service. 

We  now  turn  to  another  chapter :  Poisoning  with  gases. 

For  the  physician  only  carbonic  oxid  poisoning  has  acquired  great  im- 
portance. This  toxicosis  offers  a  fruitful  field,  and  it  is  necessary  for  him 
to  be  accjuaintcd  with  its  pathology  and  therapy. 

Illuminating  gas,  which  contains  from  7  per  cent,  to  10  per  cent,  of  car- 
bonic oxid  gas,  and  the  fumes  of  charcoal,  which  contain  about  0.2  per  cent, 
to  0.4  per  cent.,  are  the  sources  of  this  poisoning,  the  former  by  the  presence 
of  the  gas  in  rooms  where  it  is  in  use,  the  latter  by  the  escape  of  charcoal  fumes. 
Danger  may  therefore  arise  from  defective  or  misused  gas  fixtures  and  from 
badly  constructed  stoves,  and  in  case  of  fire. 

Of  the  initial  symptoms  of  the  poisoning  little  is  known.  Vomiting  occurs 
frequently  in  this  stage,  and  often,  if  the  patient  l)e  unconscious,  the  entrance 
of  food  or  vomitus  into  the  trachea  may  cause  death  by  suffocation.  In  the 
stage  at  which  the  physician  usually  arrives,  the  patient  is  unconscious,  pro- 
foundly asphyxiated.  The  temperature  is  low,  cardiac  action  weak  and  irregu- 
lar, the  pulse  quickening,  and  in  a  few  hours  death  occurs.  Elevations  of 
tenipcraturc  up  to  102.2°  F.,  and  nervous  irritative  symptoms,  such  as  trismus, 
tonic  and  clonic  spasms,  are  not  rare.  Because  of  the  anesthesia  coincident  with 
coma,  patients  may  he  severely  burned  during  treatment.  The  sequels  which 
may  follow  this  toxicosis  are  particularly  serious.  These  are  chorea,  polio- 
myelitis, tn)phic  disturl)ances  of  all  kinds,  ^an«;reno.  etc.  Metabolism  is  also 
seriously  (leran<red ;  alimentary  glycosuria  is  an  invariable  symptom  and  spon- 
taneous trlycosuria  frc(|uently  occurs. 

The  (lia^rnosis  is  easy  on  account  of  the  characteristic  symptoms.  For  the 
detection  of  car])onic  oxid  in  the  blood  T  advise  the  examination  of  blood 
obtained  by  v(»iiesection.  A  portion  should  ])e  diluted  with  about  20  times 
as  much  water,  and  then  boiled  with  caustic  potash.    If  carbonic  oxid  be  pres- 
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ent  the  solution  becomes  first  turbid,  then  of  a  light  red  color,  'N'ormal  blood 
under  thes^e  circumstances  always  asstimeis  a  dirty  l»rowuish  hue.  The  pres- 
ence of  carbonic  oxid  hemoglobin  in  the  blood,  determined  by  the  spectroscope, 
may  also  facilitate  the  diagnosis. 

The  treatment  of  this  condition  may  }>e  considered  as  fairly  establisshed. 
T!ie  sovereign  remedy  is  profuse  venesection  with  a  sybs«]uent  normal  saline 
infusion.  This  is  to  be  followed  by  a  lukewarm  bath  with  cold  a  tT  lis  ions, 
I  have  rarely  foimd  it  necessary  to  proceed  to  the  latter  measures,  for  since 
I  have  treated  every  ca.se  of  carbonic  oxid  toxicosis  by  venesection  and 
normal  salt  infusion — whether  by  accident  or  as  an  actual  result  of  therapy 
—in  my  hospital  service  I  have  lost  no  ca.se  of  carbonic  oxid  toxicosis.  In  pri- 
vate practice,  however,  I  had  two  cases  of  carbonic  oxid  poison,  illuminating 
gas,  which  ran  their  course  with  very  peciiliar  nervous  symptoms  and  after  a 
duration  of  several  days  terminated  fatally.  Chrome  rarhomr  oxid  poisoning 
is  a  result  of  inhaling  for  a  long  time  an  atmosphere  which  contains  slight 
amounts  of  carbonic  oxid.  Dyspey)sia,  anemia,  jaundice,  splenic  tumor,  and 
various  symptoms  of  a  nervous  nature  form  the  interesting  pathology  of  this 
toxicosis. 

We  now  proceed  to  the  discussion  of  poisoning  by  those  substances  which 
belong  to  tlie  fat  bodies — the  methane  derivatives. 

The  number  of  these  derivatives  is  legion.  Those  interesting  to  the  physi- 
cian are  few;  namely,  poisoning  with  ethyl  alcohol,  with  sulphanal^  trional  and 
ietronaL 

Ethyl  alcohol  is  one  of  the  most  violent  poisons.  We  may  say  that 
there  is  no  organ,  no  cell  of  the  human  organism,  which  is  not  subject  to 
deleterious  influence  from  alcohoL 

Even  a  single  acute  intoxication  with  alcohol,  a  debauch,  may  cause  incal- 
culable harm  and  lead  to  severe  damage  of  tfie  organism.  It  may  give  rise  to 
a  long-continued  gastric  catarrh,  to  symptoms  of  pohTienritis  and  of  renal 
irritation — although  thousands  and  thousands  of  cases  of  acute  alcohol 
intoxication  do  not  produce  such  serious  consequences.  The  symptoms  of  alco- 
hol intoxication  are:  At  first  a  stage  of  exaltation,  with  a  scries  of  nervous 
symptoms,  among  which  spasms,  which  are  observed  particularly  in  infancy, 
must  be  emphasizaL  This  is  follow^ed  by  deep  coma,  in  which  the  patient 
succumbs  to  the  toxicosis.  The  greatest  enemy  of  such  patients  is  cold,  and  a 
low  external  temperature  not  infrecjuently  causes  death. 

The  treatment  of  acute  alcohol  intoxication  consists  in  the  immediate 
washing  out  of  the  stomach  and  the  employment  of  hikewarm  baths  with  cold 
affusions.  Cutaneous  irritants,  such  as  sinapisms,  and  even  the  subcutaneous 
use  of  atropjn,  may  be  indicated. 

A  much  more  serious  affection,  and  one  peculiar  to  alcoholics^  is  delirium 
tremens.  This  is  an  acute  psychosis  which  in  persons  addicted  to  ak*ohol  fre- 
quently appears  as  an  ominous  and  dangerous  complication  of  acute  diseases. 

In  the  treatment  of  delirium  trements  chloral  hydrate  and  opium  in  the 
form  of  enemata  are  l»cnefieial* 

The  symptoms  of  chronic  alcoholism  are  of  grave  im)>ort.  Primarily,  it 
is  the  kidney  which  is  attacketl,  and  with  the  result  particularly  of  contracted 
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kidney.  The  abuse  of  alcohol  at  a  relatively  early  age  may  produce  arterio- 
sclerosis also.  Cutaneous  changes  of  all  kinds — acne,  dilatation  of  the  veins — 
may  be  due  to  chronic  alcoholism.  The  influence  upon  the  liver  is  particu- 
larly prominent  and  typical;  alcoholic  cirrhosis  with  ascites,  caput  Medusse, 
the  small,  tough  degenerated  liver,  form  a  clinical  picture  peculiar  to  this 
disease.  An  entire  array  of  nervous  diseases  as  well,  such  as  polyneuritis,  etc., 
and  apoplexy  due  to  arteriosclerosis,  threaten  the  alcoholic,  who  frequently 
indeed  betrays  himself  as  such  by  the  tremor  of  the  hands. 

The  proper  therapy  of  chronic  alcoholism  requires  primarily  the  avoidance 
of  alcohol  in  any  form.  In  such  cases,  however,  this  abstinence  usually  comes 
too  late,  for  alcohol  has  already  produced  irreparable  organic  changes.  For 
this  reason  all  our  effori:8  must  be  directed  toward  lessening  the  abuse  of 
alcohol. 

The  modem  movement  against  the  use  of  alcohol  is  calculated  to  produce 
a  change  in  this  direction.  It  will  be  long  in  taking  deep  root,  but  its  prin- 
ciple is  correct.  Only  by  an  example  of  total  abstinence  may  we  hope  to  bring 
about  results.  In  writings  and  popular  lectures,  etc.,  this  standpoint  should 
be  defended,  and  finally  it  will  enable  us  to  combat  the  dire  consequences  of 
chronic  alcoholism. 

A  word  regarding  sulphonal,  tbional  and  tetbonal.  All  of  these 
remedies  are  useful  hypnotics,  but  they  are  also  poisons,  and  the  prolonged, 
continued  use  of  them  will  lead  to  hematoporphyrinuria,  a  very  serious  dis- 
turbance of  metabolism.  For  this  reason  the  greatest  care  is  necessary  in  their 
use,  and  the  continued  employment  of  them  should  be  prohibited. 

We  shall  now  devote  our  attention  to  cases  of  poisoning  produced  by  agents 
of  the  aromatic  group. 

The  fact  tliat  our  modem  antipyretics,  also  our  modem  antineuralgics, 
belong  to  this  category  gives  them  special  importance. 

In  this  brief  article,  I  can  emphasize  few  symptoms,  but  must  confine 
myself  to  the  discussion  of  some  general  phenomena  of  this  poisoning. 

Above  all,  I  must  reiterate  the  fact  that  all  of  these  remedies  are  blood- 
poisons;  all  have  the  property  of  forming  methenioglobin  in  the  blood,  to 
wliich  we  may  probably  attribute  the  cyanosis  which  intoxication  with  these 
reuicdios  produces.  Furthermore,  the  majority  of  these  agents  are  combined 
with  sulphuric  acid  or  glycuronic  acid  in  the  organism,  and  are  excreted  from 
the  organism  as  combinations. 

The  symptoms  of  poisoning  by  xitro-benzol  (mirbane  oil,  artificial  bitter 
oil  of  almonds)  and  anilix  are  of  unusual  interest.  There  is  extreme  cyano- 
sis. Loss  of  consciousness  recurs  repeatedly  in  paroxysms — a  symptom  due  to 
the  chancres  in  tlu?  blood  produced  by  nitro-benzol  toxicosis  and  peculiar  to 
such  poi<onin^^  Althouirh  these  toxicoses  sliovv  exceeedingly  threatening 
symptoms — for  example.  ])ulmonary  edema — they  may,  nevertheless,  run  a 
favorable^  course.  Xitro-b(»nzol  poisoning  and  amido-benzol  poisoning  have 
lately  Ix^'n  observed  frequently.  They  are  incident  to  certain  occupations, 
and  it  is  not  too  much  to  expect  that  since  the  dan<rer  which  these  industries 
entail  lias  been  rcco(rnized  proper  prophylaxis  will  in  future  make  such  cases 
of  poisoning  much  more  rare. 
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Among  the  bt^ies  of  this  group  greatei^t  iiiterost  h  attarlied  to  phenol 
(hydroxybenzol,  carbolic  acid),  first,  because,  on  account  of  the  extensive  meili- 
einal  use  of  the  drug,  tliese  eases  of  poisoning  have  become  uncommonly  fre- 
quent, ami  secondly,  because  the  course  of  tliis  poisomng  is  similar  in  type  to 
that  of  poisoning  by  tlie  liydroxylons  of  benzol. 

Phenol  in  eoncentratecl  solution  causes  the  formation  of  eschars  upon  the 
skin  and  mucous  membrane;  even  local  necroses  may  l>e  produced  or  stub- 
born acute  eczemas  which  may  be  distributed  over  Hie  entire  liody.  In  spite 
of  this,  however,  the  dangers  would  be  slight  if  these  were  Ihe  only  effects  of 
the  poison.  But,  introduced  into  the  organism  in  somewhat  larger  cjuantities, 
it  gives  rise  to  headache,  vertigo,  spasms,  mydriai^is,  tinnitus  aurium,  severe 
cyanosis  and  cardiac  collapse,  to  which  t!ic  patient  may  succumb  in  a  short 
time-  Even  a  !^  to  3  per  cent,  solution  injected  in  large  (|uantity  into  the 
pleural  cavity,  into  the  rectum,  etc.,  may  produce  this  ctTect. 

The  diagnosis  of  pheno-toxicosis  is  easy.  The  characteristic  odor  of  the 
breath,  the  very  dark,  discolored  urine,  deficient  in  sulpho-sulphuric  acid, 
will  at  once  identify  the  case. 

In  regard  to  treatment,  if  the  poison  has  been  taken  through  the  mouth, 
the  stomach  should  Ije  washetl  at  once.  This  is  best  done  with  wiiter  and  wine 
vinegar  in  equal  amounts*  Tlie  comatose  stage  should  be  treated  with  luke- 
warm baths  and  cold  atfusions.  Sugar  of  Itme  and  sodium  sulphite  should  be 
employed  as  antidotes. 

The  best  practice  is  to  be  cautious  in  the  use  of  carbolic  acid  and  its 
preparations  for  medical  purposes,  and  the  sale  of  unauthorized  preparations 
sliould  be  forbidden.  Even  dilute  solutions  should  never  be  used  for  washing 
out  the  cavities  of  the  body. 

Chronic  carbolic  toxicosis  is  an  evil  to  which  many  physicians  were  par- 
ticularly exposetl  at  the  time  when  operations  were  carried  on  under  the  car- 
bolic spray,  a  method  which  has  now  been  abandoned.  Dermatoses  of  all 
varieties,  loss  of  meuiory,  renal  atfections — briefly,  a  marasmus  pra?cox — are 
the  distressing  symptoms  of  this  toxicosis,  which  has  now  ahnost  disappeared. 
The  prognosis  is  always  serious,  A  numl>er  of  physicians  have  succumbed 
to  this  poisoning,  but  it  is  now  rare. 

Analogous  affections  are  produced  by  other  derivatives  of  the  phenol  group, 
particularly  l>y  the  dioxybcnzoles.  Ficrir  acid  (trinitroplicno!)  causes,  as  an 
important  symptom,  a  yellow  discoloration  of  the  skin  which  is  not  due  to 
biliary  coloring  matter. 

Particular  stress  must  be  laid  upon  poisoning  with  free  saliotlic  acid, 
as  this  has  a  highly  corrosive  cifect  upon  the  mucous  meiidiranes,  and  thus 
gives  rise  to  serious  gastroenteritis.  I  emphasize  this  because,  apparently 
through  ignorance  of  these  facts,  free  salicylic  acid  is  repeatedly  advised 
medicinally,  and  J  desire  to  caution  physicians  against  its  use  I  The  salictflaies 
are  also  poisons,  although  local  irritative  elTects  are  not  peculiar  to  them; 
taken  in  very  large  doses,  or  by  individuals  who  are  very  susceptible  to  the 
action  of  salicylic  acid,  they  produce  toxic  phenomena  consisting  of  transitory 
amaurosis,  difficulty  in  hearing,  hematuria  and  hemoglobinuria.  In  contrast 
with  free  salicylic  acid,  however,  their  effect  is  relatively  slight. 
30 
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Before  leaving  this  group  of  poisons^  I  must  refer  to  another  remedy  which, 
on  account  of  its  extensive  use  in  therapy,  often  gives  rise  to  toxicosis.  This 
drug  is  ANTiPYKix.  Antipyrin,  at  one  time  the  favorite  and  most  extensively 
employed  antipyretic  and  antineuralgic,  is  also  a  poison  which  may  cause  severe 
symptoms  of  intoxication;  in  particular,  dermatoses  of  all  kinds,  the  hemor- 
rhagic diathesis,  and  many  cases  of  so-called  hemorrhagic  scarlatina  which 
are  not  due  to  the  intensity  of  the  disease^  but  to  the  intensity  of  the  therapy 
employed.  There  can  be  no  doubt  that  antipyrin,  besides  producing  exan- 
thematous  eruptions,  also  produces  enanthemas  of  the  most  varied  kinds.  In 
persons  who  show  an  idiosyncrasy  to  antipyrin — and  such  individuals  are  not 
rare — even  small  doses  may  produce  a  variety  of  eruptions.  It  is  true  that 
no  serious  phenomena  have  as  yet  been  noted  among  the  symptoms  of  antipyrin 
toxicosis ;  nevertheless,  the  therapeutic  employment  of  this  remedy  necessitates 
care,  all  the  more  so  as  its  continued  use  may  give  rise  to  the  symptoms  of 
chronic  antipyrin  toxicosis.  This  is  as  yet  but  little  known,  and  has  been  but 
little  studied,  the  condition  running  its  course  with  dyspepsia  and  gastric  and 
intestinal  catarrh. 

The  group  of  camphors  and  terpins,  ethereal  oils,  balsams  and  resins,  we 
shall  mention  but  briefly.  In  the  main  but  slight  importance  is  to  be  attached 
to  them.  Only  Japanese  camphor,  commonly  called  simply  camphor,  and 
employed  internally  as  the  oil  of  camphor,  is  of  importance  to  the  physician. 
There  is  no  doubt  that  the  introduction  of  large  quantities  of  camphor  into 
the  organism  causes  extreme  cerebral  irritation,  delirium,  spasms  and  convul- 
sions, even  albuminuria  and  severe  renal  irritation,  and  for  this  reason  it  is 
not  to  be  indiscriminately  used.  But  also  by  the  subcutaneous  emplo3rment 
of  the  oil  of  camphor — at  least  in  certain  affections,  such  as  enteric  fever — 
local  al)sccHHe«  may  be  produced,  even  with  the  most  cautious  asepsis.  I  do 
not  deny  the  favorable  effect  of  camphorated  oil  in  cardiac  collapse,  but  the 
experience  of  recent  years  shows  that  particular  care  is  necessary  in  the  em- 
ployment of  even  this  oil ! 

Some  remedies  which  are  in  common  use,  such  as  balsam  of  copaiba  and 
OAMBOdK,  belong  to  this  group,  and  if  indiscreetly  employed  may  give  rise  to 
toxic  symptoms.  Toxic  nephritis  and  toxic  enteritis  may  be  produced  by 
thes(»  n^'ents,  and  for  this  reason  they  are  by  no  means  to  be  looked  upon  as 
indifferent  substances.  They  are  enumerated  here  only  that  I  may  recom- 
mend care  in  their  medicinal  employment. 

The  next  ^^roiip  of  a^(»nts  with  which  wc  shall  concern  ourselves  is  that 
of  the  alkaloids.  After  prussic  acid,  this  ^rroTip  contains  the  most  violent  poi- 
sons for  the  human  or^^anism.  poisons  which,  even  in  minimal  doses,  may  occa- 
sion the  seven'st  symptoms.  Chemically,  the  alkaloids  are  basic  bodies  which 
contain  a  |)yri(iin  niiehuis.  and  combine  with  acids.  Their  action  is  inde- 
ptMident  of  th(»  nature  of  the  acid,  but  depends  Tipon  the  nature  of  the  free 
l)ase,  and,  therefore,  upon  the  nature  of  the  alkaloid.  All  these  agents  are 
charaet(Tiz<Ml  hy  the  faet  that  they  have  only  sli<rht  local  action;  they  there- 
fore rarely  ;/ive  ris(^  to  ^xastritis  and  enteritis,  hut  they  act  intensely,  even  in 
small  dos(^s.  upon  the  heart  and  the  brain,  paralyzing  the  respiratory  center, 
and  in  this  way  rapidly  cause  death. 
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A  niimter  of  these  alkaloids,  siidi  as  calTein,  tbGin,  and  nifotin,  are  eon- 
taintnl  in  substances  which  are  in  general  use,  such  m  tea  ieaves  after  steeping, 
eoffee  grounds,  and  tobacco;  therefore,  chronic  poisoning  by  thesic  alkaloids  i 
is  eommonly  observed.  The  sco|>e  of  this  article  does  not  permit  nie  to  enu- 
merate all  of  t!ie  alkaloids  familiar  to  us,  to  which  additions  are  made  from 
year  to  year  by  the  discovery  of  new  alkaloids  in  the  vegetable  kingthim.  I 
shall  cite  the  effects  of  only  those  alkaloids  which  are  of  medical  importance, 
such  as  nicotin,  morphin,  atropin,  and  eocain.  The  symptoms  of  all  poison- 
ings due  to  alkaloids  is  quite  similar,  and  the  therapy  in  the  majority  of  cases 
is  in  the  main  analogous. 

NicoTiN  is  the  active  alkaloid  of  tobacco  leaves  (nicotiana  tahacnm)  and 
the  different  products  manufactured  from  them.  Poisoning  with  this  exeeeii- 
ingly  virulent  free  base  rarely  occurs,  and,  therefore,  is  of  no  practical  inipor- 
tanee.  ^lost  significant  are  those  forms  of  poisoning  by  tobacco  in  which, 
besides  nicotin,  other  deleterious  agents,  such  as  the  pyridin  bases,  carbonic 
oxid  and  prussic  acid,  etc.,  collectively  give  rise  to  the  conditions  known  m 
acute  and  vhronic  nicotlnhm. 

We  shall  first  describe  acute  nicotinism. 

I  may  be  brief,  for  every  one  who  has  smoked  knows  the  disagroeahle  conse- 
quences of  the  iirst  attempt,  and  has  retained  the  etlccts  in  memory.  Headache, 
nausea,  vomiting,  diarrhea,  great  debility  and  weakness  are  the  symptoms 
with  which  the  unaccustomed  organism  responds  to  the  poisonous  proper- 
ties of  tobacco.  Baths  with  cold  atfusions  and  the  administration  of  alcohol 
will  rapidly  relieve  the  symptoms.  Tannin  and  dilute  lugol  solution  may  also 
be  em|>loycd  internally  in  severe  cases.  Usually,  however,  such  poisoning  nms 
a  favorable  course  in  a  few  hours,  and  only  a  headache,  which  sometimes  con- 
tinues for  days,  may  remain. 

ilore  important  than  acute  nicotin  poisoning  due  to  the  use  of  tobacco  is 
chronic  nicotin  poi^onintj  which  presents  itself  to  the  physician  in  a  different 
aspect.  Tachycardia,  arrhythmia,  and  cardiac  weakness  arc  the  principal  and 
common  sympioms  tn  this  toxicosis,  though  these  symptoms  are  susceptible 
of  different  explanations.  How  far  severe  anatomical  changes  of  the  heart 
are  related  to  chronic  tobacco  toxicosis  I  shall  not  attempt  to  dc!t*ide;  the  possi* 
bility  of  such  an  occurrence  cannot  be  disputed.  Other  and  very  important 
symptoms  are  disturbances  on  the  part  of  the  Qjef^ ;  amblyopia,  amaurosis, 
miosis  and  spasm  of  accommodation.  Weakness  of  memory  and  melancholic 
conditions  are  also  among  the  signs  of  chronic  nicotinism. 

The  treatment  consists  only  of  prophylaxis,  i.  e.,  the  moderate  use  of  nico- 
tin. Distnrbanees  of  sight  are  to  be  relieved  by  keeping  the  patient  in  a 
darkened  room,  and  by  injwtions  of  pilocarpi n  and  strychnin. 

The  next  alkaif>id  to  l>e  considered  is  morphin.  OpitiM,  the  dried  juice  of 
the  papaver  soiuniferuTti.  contains  a  number  of  alkaloids,  but  the  symptoms  of 
poisoning  which  it  produces  are  all  closely  akin  to  those  due  to  morphin,  so 
that  we  may  consider  eolhx^tively  the  symptoms  which  these  agents  produce. 

Morphin  and  opium  are  two  of  the  most  valuable  treasures  of  our  materia 
mcilica.  By  their  judicious  use,  the  physician  has  brought  amelioration  to 
countless  numbers  of  sufferers,  but  no  less  has  their  improper  use  caused  in- 
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calculable  damage.  Opium  is  employed  extensively  in  the  Orient  and  slightly 
in  our  country  as  an  intoxicant  in  the  form  of  smoking.  Thus  used  it  causes 
severe  chronic  poisoning  to  which  I  shall  later  refer. 

We  shall  first  consider  the  consequences  of  the  introduction  into  the  body 
of  large  quantities  of  opium  or  morphin.  What  constitutes  a  large  quantity 
is  always  relative:  in  a  child  a  milligram  of  morphin  may  give  rise  to  the 
severest  symptoms,  while  the  morphinomaniac  addicted  to  morphin  may  take 
0.5  gram  and  more.  At  first  sopor  appears.  This  passes  into  deep  sleep. 
The  temperature  of  the  body  falls,  the  respirations  and  the  pulse  become  slow 
and  irregular,  the  pupils  are  -narrowed,  the  sclerae  injected,  and  in  a  few 
hours  the  adult  patient  succumbs  in  deepest  coma.  With  children,  as  shown 
by  the  observations  of  Eschle  and  myself,  spasms  are  prominent,  and  the  child 
succumbs  to  paralysis  of  the  respiratory  center. 

If  the  individual  withstands  the  shock  of  the  first  few  hours,  or  if,  by 
proper  treatment,  the  dangerous  stage  has  been  fortunately  passed  after  days 
of  coma,  consciousness  may  return.  The  patient  is,  however,  greatly  debili- 
tated; headache,  vomiting,  stypsis  and  dyspepsia  continue,  and  frequently  in 
the  period  of  convalescence  death  occurs  suddenly  from  cardiac  paralysis. 

The  urine  frequently  shows  glycosuria,  alimentary  as  well  as  spontaneous. 

How  is  acute  morphinism,  or  opium  poisoning,  to  be  treated  ? 

First,  in  all  cases,  the  stomach  is  to  be  washed  out,  even  though  morphin 
has  been  injected  subcutaneously,  for  it  is  excreted  into  the  stomach. 

The  sopor  must  be  combated ;  a  warm  bath  with  cold  affusions  gives  the 
most  certain  results.  If  this  procedure  has  no  effect,  venesection  and  the 
inhalation  of  oxygen  should  be  resorted  to.  In  desperate  cases  tracheotomy  is 
also  to  be  performed,  and  oxygen  may  be  introduced  through  a  tracheal  can- 
nula. If,  as  in  the  case  of  a  child,  respiratory  disturbances  are  most  promi- 
nent, artificial  respiration  and  even  phrenic  faradization  is  to  be  employed. 
Threatening  cardiac  collapse  is  to  be  met  with  injections  of  camphorated  oil 
as  well  as  hypodermics  of  strychnin. 

So  much,  briefly,  in  regard  to  acute  morphin  poisoning. 

A  very  important  role  is  played  by  ciiKONic  morphin  toxicosis,  which 
is  widely  prevalent. 

The  diagnosis  is  not  always  easy,  for  often  the  patient  makes  every  effort 
to  mislead  the  physician.  Numerous  deeply  situated  scars  on  the  skin  from 
abscesses  of  the  subcutaneous  cellular  tissue  are  suspicious.  Dyspepsia,  styp- 
sis, also  the  symptoms  of  marasmus  pra?cox,  increase  the  likelihood  of  the 
diagnosis,  but  it  becomes  absolutely  certain  only  when  the  patient  confesses 
that  ho  uses  morphin,  or  when  solutions  of  morphin  are  found  in  his  possession. 

The  treatment  of  chronic  morphinism  can  be  successfully  carried  out  only 
in  a  hosj)ital  or  in  sanatoria  adapted  to  this  purpose.  A  withdrawal  treatment 
must  be  more  or  less  slow,  according  to  the  somatic  condition  of  the  individual. 
Hitzig's  gastric  lavage  with  Carlsbad  water,  and  the  simultaneous  subcutaneous 
injection  daily  of  decreasing  quantities  of  morphin,  are  advisable.  The  em- 
ployment of  so-called  substitution  methods,  i.  e.,  the  substitution  of  alcohol, 
cocain,  etc.,  for  morpliin,  has  produced  no  good  results. 

If,  under  this  withdrawal  treatment,  signs  of  collapse  appear,  the  treatment 
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18  to  be  discontinued.  Larger  doses  of  morpliin  mii8t  be  adminbtered,  or,  if 
cardiae  weakiiesis  intervene,  digitalis  or  Bubcutaneou^  injections  of  camphor- 
ated oil,  etc.,  are  to  be  employed. 

We  now  turn  to  AxnopiN  poisoning. 

The  ca^es  of  poif^oninuf  where  atropin  has  been  administered  as  medicine 
are  very  rare.  Poisoning  by  bellaih^nna  (atropa  belladonna)  is  more  frequent. 
These  caseg  of  poisoning  occur  usually  in  children.  The  characteristic  pymp- 
toras  are  drjucss  of  the  mouth,  burning  of  the  throat,  and  difficulty  of  deglu- 
tition. There  is  also  extreme  yK^ychical  altcratinu.  The  cardinal  s\'niptom^ 
however,  is  maximal  dilatation  and  altsenee  tif  reaction  of  tlie  pupils,  accom- 
panied by  marked  acceleration  of  the  pulse.  In  cases  lerminating  fatally,  deep 
coma  supervene^?,  then  paralyses  of  all  kinds,  and  the  patients  siiceiimb  in  a 
few  hours. 

In  all  such  forms  of  poisoning  immediate  gastric  lavage  is  indicated^  as 
well  as  the  employment  of  emetics,  and  subcutaneous  injcclious  of  ap<uoorphin. 

The  best  antidote  is  morphin  subeutaneously  injected  in  dnses  of  0.02-0.03 
gram. 

Among  the  poisons  of  special  interest  to  the  physician  is  that  of  cocain^ 
an  alkaloid  produced  only  within  the  last  two  decades  of  the  last  century,  but 
which  has  found  employment  in  metlicine  to  a  great  extent  as  a  local  anes- 
thetic. Intradural  injections  of  cocain  have  lately  been  advised,  and,  unless 
the  greatest  care  is  exercised,  these  will  soon  increase  the  numbers  of  poison- 
ings from  this  remedy. 

The  first  symptom  of  cocain  poisoning  is  local  anesthesia  of  the  areas  of 
the  body  coming  in  contact  with  the  cocain,  a  symptom  which  the  physician  is 
frecpiently  desirous  of  producing.  Unfortunately  this  symptom  docs  not  appear 
alone,  hut  the  respiratory  and  pulse  frequency  are  increased,  arrliytbiuia  of 
cardiac  action  occurs,  the  pupils  are  dilated,  there  is  cyanosis  cnmliined  with 
pallor,  and  the  patient  succumbs  to  cardiac  collapse.  Occasionally  such  cases 
are  characterized  by  the  appearance  of  severe  mental  disturhance  prior  to  the 
final  collapse;  not  rarely^  however,  even  after  these  very  severe  symptoms,  final 
recovery  takes  place.  Treatment:  Gastric  lavage  if  there  is  severe  collapse; 
warm  baths  with  cold  atfusions. 

A  disease  which  has  only  lately  originated  from  the  abu.se  of  cocain  is 
coeammn,  which,  in  its  disastrous  consiniuences,  is  scarcely  less  important  than 
chronic  morphinism  ;  the  symptoms  are  generally  referable  to  the  nervous 
system,  and  their  number  is  legion;  rapidly  increasing  marasmus  causes  the 
early  death  of  the  patient. 

In  the  group  of  the  glucocides  only  one  toxicosis  plays  a  leading  role,  and 
this  is  poisoning  from  the  leaves  of  digitals  fuucuuka,  which,  as  is  well 
known,  contains  two  glucocides  {digitalin,  digilalein)^  besides  digitonin  and 
digit oxin,  a  soap-like  substance. 

The  curative  eiTects  of  infusion  of  digitalis  and  tincture  of  digitalis,  etc., 
are  knottn  to  all  ptiysieians— the  increased  diuresis,  the  stronger  cardiac  con- 
traction, the  slowing  of  the  pulse.  It  is  perhaps  not  so  well  known  that  in- 
fusion of  digitalis  may  become  dccompose<i  by  the  action  of  mold  fungi  and 
bacteria  and  toxic  suljstances  appear  in  consequence. 
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In  summer  we  should  make  it  a  rule  to  ascertain  that  an  infusion  of  digi- 
talis has  not  decomposed ;  but,  Ixjsides  this,  digitalis  in  too  large  a  dose,  or  in 
too  large  a  dose  in  a  special  case,  may  cause  s}Tnptoms  undesirable  to  both  the 
patient  and  the  physician.  Among  these  we  may  mention  vomiting,  gastric 
oppression,  marked  diminution  of  the  pulse  frequency,  slight  muscidar  trem- 
bling, symptoms  of  depression,  irregular  pulse,  cold  sweats,  severe  urticaria- 
like exanthems.     In  the  severest  cases  death  occurs  in  collapse. 

Mild  cases  run  a  favorable  course  in  a  few  days  without  treatment,  or  by 
simply  stopping  the  administration  of  digitalis.  The  severe  and  most  extreme 
cases  refjuire  active  treatment.  The  stomach  and  intestines  must  be  emptied, 
caffein  and  theobromin  given,  and  serpentaria  virginica  may  be  employed  as 
an  antidote.  If  the  signs  of  cardiac  debility  are  threatening,  strychnin  and 
atropin  are  to  be  subcutaneously  injected. 

I  may  remark  that  severe  forms  of  digitalis  poisoning  are  rarely  observed 
by  the  physician. 

Of  poisonings  with  bitters  and  indifferent  agents,  only  aloin  toxicosis  need 
be  mentioned. 

Employed  in  small  doses  (0.^1.0  gram)  aloes  cause  copious  diarrheic 
discharges.  Very  large  doses  give  rise  to  gastritis,  enteritis,  and  nephritis. 
Treatment  consists  in  the  administration  of  opiates  and  mucilaginous  drinks. 
The  best  way  to  prevent  poisoning  of  this  kind  is  for  the  physician  to  refrain 
from  prescribing  aloin  in  too  large  doses. 

A  word  in  regard  to  arnican,  the  active  constituent  of  the  tincture  of 
arnicdy  from  arnica  moniann.  It  was  formerly  medicinally  employed,  but  is 
no  longer  used.  Its  property  of  markedly  irritating  the  skin,  and,  upon  inter- 
nal use,  of  j)n)(lucing  stomatitis,  gastritis  and  enteritis,  has  robbed  it  of  its 
usefulness,  and  I  only  mention  it  at  this  place  to  warn  the  physician  against 
its  ernployinent. 

W(!  must  now  refer  to  a  long  series  of  vegetable  and  animal  poisons. 

Th('s(»  arc  related  partially  to  poisonous  albumin  bodies,  such  as  toxalbu- 
niiiiH,  |)hytall)Uiiu)S('s,  etc.,  as,  for  example,  in  some  poisonous  toad-stools,  in 
snake*  |»ois()n,  in  s|)ider  poiscm.  They  are  partly  related  also  to  bodies  previ- 
ously unknown  which,  sooner  or  later,  will  be  assigned  to  one  of  the  previously 
descrilx'd  groups. 

From  the  <rn*at  number  of  poisonings  by  these  agents  I  shall  briefly  men- 
tion a  few  which  are  of  sj)ecial  interest  to  the  physician. 

First  wc  shall  consider  poisoning  from  ergot  (seeale  cornutum),  the  per- 
manent mycelium  of  claviceps  purpurea.  The  views  of  ])hysicians  are  not  yet 
in  accord  as  to  the  poisonous  jirinciple  of  this  drug.  According  to  Robert, 
sphacrlitnc  dcld,  rornutin,  according  to  Jacohi,  spliacelotoxin  is  the  toxic  prin- 
ci|)le.  Pnisoniu;:.  as  a  rule,  simultaneously  affects  <:roups  of  persons  who  have 
eaten  food  j)rej)ared  with  flour  contaminated  with  ergot.  The  toxicosis  may 
run  an  acute  or  a  clironic  course. 

Acute  cr«rot  poisoning  runs  its  course  with  vomiting  and  abdominal  pain, 
pain  in  the  epipistrium,  the  chest  and  extreiuiti(\^.  There  are  various  nervous 
i;ymptoms:  above  all,  ])aresthesia  and  tonic  contractures  of  the  extremities, 
as  well  as  ataxia,  epileptiform   attacks,   and  severe  i)sychical  disturbances. 
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Cyanosis,  diarrhea  anil  fever  may  occur.  In  cases  running  an  tinfavorable 
course,  the  tcmpcratnre  falls  in  the  later  stages,  and  severe  syncope  appears. 
The  patient  succumbs  in  a  few  dayt^y  sometimes  even  after  a  few  hours.  The 
prognosij^  of  ergotin  poisoning  h  always  grave^  as  the  set^uclai  of  such  pofl- 
soning,  even  in  cases  running  a  favorable  course,  may  be  noticeable  for  years 
afterward. 

For  a  positive  diagnosis  of  the  affection,  ergot  must  be  found  in  the  vom- 
ited material,  in  the  remains  of  the  tlour  which  has  been  ingested.  For  thia 
purpose  we  U8C  the  coloring  matter  contained  in  ergot — erythrosckTotin. 

Treatment. — As  a  primary  measure  the  proper  instruction  of  the  public 
should  be  enjoined.  The  treatment  itself  consif^ts  in  washing  out  the  stom* 
ach,  emptying  the  intestine  by  the  employment  of  enemata  or  of  purgatives 
such  as  castor  oil  and  calomel;  as  antidotes,  tannin  and  cldorin  water;  for  the 
collapse,  warm  baths  with  cold  affusions ;  in  milder  cases  stimulants,  such  as 
coffee,  tea,  alcohol.  In  severe  cardiac  collapse  injections  of  camphorated  oil 
a  re  r  eco  t  1 1  m  e  u  ded . 

The  plieuomena  of  chronic  rrgottj^m  relate  particularly  to  the  nervous  sys- 
tem. The  most  marked  symptoms  are  the  paresthesias,  in  consctpience  of 
which  the  disease  is  still  popularly  called  itching  disease  (Kritihclkrankheit), 
First  tonic,  then  clonic,  spasms  occur  (convulsive  ergotism) ;  the  patient  ema* 
ciates  to  an  extreme;  trophic  disturbances  of  all  kinds,  such  as  furunculosig, 
loss  of  hair,  loss  of  the  nails,  etc,  follow.  The  most  dangerous  form  is  that 
known  to  the  physician  as  gangrenous  ergotism.  Gangrene  of  an  extremity 
in  a  short  time  leads  to  septic  infection  to  which  the  patient  suecombs. 

The  treatment  of  the  intestinal  symptoms  is  the  same  as  in  acute  ergotism* 
The  severe  pains  are  relieved  by  sodium  salicylate,  bromids,  and  opiates,  and 
protracted  lukewarm  baths  are  also  beneficial ;  gangrene  ncK^essi tales  surgical 
measures,  althougli  they  are  usually  of  no  avalL 

Following  ergot isu),  we  must  consider  ri:i-LAGitA  (mal  de  sc4)  due  to  the 
ingestion  of  sjmiletl  maize.  Besides  a  number  of  dyspeptic  diificullies,  an 
erythema  presents  itself  particularly  upon  the  exposetl  portions  of  the  body 
and  recurs  year  after  year  in  stmimer.  The  patient  emaciate.?,  nutrition  suf- 
fers greatly,  and  he  becomes  anemic.  Nervous  symptoms  follow;  parescs, 
paralyses,  atrophies  of  the  nniscuhiture,  ptosis,  amaurosis,  etc.  The  patient 
improves  in  winter;  but  ancmiaj  dropsy,  and  finally  fever  and  delirium  often 
set  in,  and  after  suffering  for  years  he  succumbs,  provided  an  intercurrent 
affection  such  as  tulM^rculosis  or  sepsis  does  not  cause  death  before  this. 

The  prognosis  is  excet'dingly  unfavoraijle,  the  treatment  unfortunately  in- 
efTectual,  and  only  by  a  proper  prophylaxis  and  the  avoidance  of  spoil eil  maize 
as  food  can  we  prevent  the  appearance  of  this  dreaded  plague*  It  is  endemic 
in  Friaul  and  Upper  Italy  as  well  as  in  Bukowina. 

Poisoning  by  toaivstools  is  of  practical  interest.  Wc  will  consider  only 
the  amanita  phalloHles  and  the  agaricus  phalloides.  Thesf;  are  often  con- 
founded with  the  field  champignons  which  resemble  them.  The  plum  agaricus 
is  the  most  frequent  cause  of  this  form  of  poisoning. 

The  symptoms  are  profuse  diarrhea,  vomiting,  anuria,  spasms  and  col- 
lapse, to  wtiich  the  patient  may  succumb  even  in  the  first  stage.    In  the  fur- 
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ther  course  of  the  affection^  jaundice  and  nephritis  occnr.  The  disease  is 
very  serious.  Seventy-five  per  cent,  of  those  attacked  die.  Treatment :  Gas- 
tric lavage,  venesection  with  subsequent  salt  infusion,  and  subcutaneous  injec- 
tion of  strychnin. 

Poisoning  with  aoaricus  muscarits  must  also  be  considered.  The  symp- 
toms are  vomiting,  hemorrhagic  diarrhea,  a  condition  resembling  alcohol  in- 
toxication, followed  by  tonic  and  clonic  spasms  to  which  the  patient  may  suc- 
cumb in  a  few  hours  or  a  few  days.  The  prognosis  is  decidedly  more  favorable 
than  in  poisoning  with  agaricus  phalloides.  Treatment:  Gastric  lavage, 
emetics,  apomorphin,  then  tannin;  perhaps  also  venesection  and  normal  salt 
infusion. 

In  poisoning  with  hebeloma,  on  account  of  the  muscarin-like  effect,  injec- 
tions of  atropin  are  in  place. 

We  must  still  refer  to  poisoning  with  mushrooms.  The  edible  mushroom 
is  non-toxic.  All  poisonings  of  this  kind  are  due  to  the  toxic  mushroom, 
which  greatly  resembles  it. 

The  symptoms  are  similar  to  those  produced  by  amanita  phalloides.  But 
the  course  is  generally  more  favorable  and  briefer.  The  treatment  is  the  same 
as  in  poisoning  with  amanita  phalloides. 

It  must  be  borne  in  mind  that  non-toxic  mushrooms  may  also  give  rise 
to  poisoning,  if  they  have  decomposed.  *  The  best  prophylaxis  against  mush- 
room poisoning  is  proper  instruction  at  school  in  the  recognition  of  the  poison- 
ous mushrooms;  the  inspectors  in  markets  should  by  strict^ supervision  prevent 
the  sale  of  the  toad-stool  which  so  closely  resembles  the  non-toxic  mushroom. 

In  discussing  fish  poisoning  we  may  be  brief.  It  is  of  but  little  conse- 
quence. If  the  fish  itself  is  non-poisonous,  poisoning  is  only  brought  about 
by  the  fact  that  it  was  already  decomposed  when  eaten.  Such  poisoning  will 
be  included  under  meat  poisoning. 

Firth,  however,  may  be  poisonous.  For  example,  eel  blood  is  poisonous,  the 
roe  of  tlie  barbel  and  of  the  pike  (esox  lucius)  contains  toxic  substances,  and 
this  is  also  said  to  be  true  of  the  head  of  the  sheat  fish  (silurus  glanis).  The 
tetrodon  varieties  indigenous  to  Japan  contain  a  poison  resembling  curare. 
The  ingestion  of  fish  may  also  have  a  deleterious  effect  if  the  fish  itself  has 
been  disetised  (l)acillary  infection,  plasmodia,  invasion  of  entozoa).  The  his- 
tory will  for  the  most  part  point  to  the  diagnosis.  The  symptoms  are  mani- 
fold ;  usually  the  signs  of  gastritis  toxica  dominate  the  situation,  but  nervous 
phenomena  such  as  pupillary  symptoms,  spasms  and  unconsciousness  also 
apjiear.  The  course  of  the  disease  is  generally  severe,  and  frequently  the 
termination  is  fatal. 

The  treatment  consists  in  gastric  lavage,  the  earlier  performed  the  better; 
but  this  should  also  be  employed  in  the  later  stages  if  vomiting  is  present. 
Toxic  ^nistrocnlcritis  is  to  i)e  relieved  by  opiates  and  mucilaginous  drinks. 

OvsTKHs  and  mi'sskls  may  produce  similar  effects,  if  the  bivalves  were 
themselves  diseased,  or  had  fed  on  poisonous  su])stanees. 

In  conclusion,  we  proceed  to  the  discussion  of  mkat  poisoning. 

Althou«:h  the  various  forms  of  meat  poisonin<r  differ  in  their  etiology, 
there  is  hut  little  difference  in  their  pathology;  they  may  be  due  to  eating 
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poisonous  animal  food  or  the  meat  of  diseased  animals.  We  shall  investigate 
particularly  that  form  produced  by  the  ingestion  of  decomposed  meat  of  any 
kind.  This  we  usually  designate  as  alantiasis  or  botulism.  This  form  is  the 
most  important,  as  it  is  the  one  most  frequently  observed  by  the  physician. 

We  must  distinguish  three  quite  different  clinical  forms:  (a)  That  form 
which  presents  predominant  paralytic  sjrmptoms;  (6)  that  form  running  its 
course  with  symptoms  of  atomatropin  poisoning;  (c)  that  form  running  its 
course  with  symptoms  of  gastroenteritis.  The  ingestion  of  decomposed  sausage, 
in  particular,  causes  the  second  form,  while  the  ingestion  of  liver  and  kidney 
causes  the  gastroenteritic  symptoms. 

The  affection  is  always  to  be  regarded  as  serious ;  the  mortality  is  very  high. 

The  treatment  must  be  in  accordance  with  the  form  of  the  intoxication. 
In  any  case,  the  immediate  washing  out  of  the  stomach  is  always  in  place. 
The  treatment  of  the  second  form  is  the  same  as  that  of  fish  poisoning,  while 
in  the  third  form  the  treatment  of  .gastroenteritis,  repeatedly  mentioned,  is 
here  of  the  utmost  importance.  In  conclusion  it  must  be  borne  in  mind  that 
other  foods  also,  such  as  milk  and  cheese,  may  be  the  cause  of  similar  poisoning, 
and  poisoning  after  the  ingestion  of  foods  containing  vanillin  may  be  included 
in  this  category. 
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A 

Acromegalia,  symptoma  of,  231.                     ^^^| 

therapy  of,  243.                                             ^^^| 

Abdominal  cavity,  eehinacoccua  in,  631. 

Addison's  disease,  199.                                     ^^^H 

lymphfldenoids  in,  375. 

aggravation  and  improvement  of,  225.             V 

Abdominal  IjTiiph-channiela,  displaced,  383. 

atypical  cases  of,  218.                                 ^^^B 

Abdominal  ej-ro pathetic,  disease  of,  HI. 

autopsy  reports  of,  214.                               ^^^H 

Abortion  causing  thrombophlebitis,   47S. 

cardiac  wcaknciis  in,  211.                              ^^^H 

Abacess  of  liver  in  dysenleiyj  505. 

cases  of  remission  in,  225.                                   ^M 

Absorption,  increase  of,  by  stjisis,  259. 

changes  of  the  nervous  system  in,  215,         H 

of  food,  disturbances  of,  43. 

216.                                                                 ■ 

of  foodp  insufficient,  6. 

cUnical  picture  of,  200,  210,  215,  222.                  ■ 

Acanthocepbala,  56.5, 

course  and  duration  of^  210.                               ^ 

Acarus,  harvest,  665. 

cutaneous  complications  of,  202, 

of  birds,  565. 

dependence  of,  upon  tnberculosis,  221. 

transmitted  by  prostitutes,  567. 

deviations  from  type  of,  214.                               U 

Acetone  reaction,  X02, 

diagnosis  of,  222.                                             ^^^i 

i             Aceloimria,  9L 

cxfierimentAl  investigation  of,  206,            ^^H 

Achylia,  47. 

gast  He  and  i ntes tinal  symptoms  i n,  2 1 1.       ^^B 

*  ga^itrica,  SIX 

general  cachexia,  a  cause  of,  221.                        ^ 

Acid,  glycuronic,  262,  267.                    *            | 

general  conditions  in,  203,  221. 

Acid  poisoning,  diagnosis  and  prognosis  of, 

histology  of,  22^2. 

580- 

intestinal  symptoms  in,  218. 

Acidosis,  87,  90p  95,  97,  102,  579. 

muscular  weaktie.ss  in,  200. 

Acids,  use  of,  in  obesity,  178. 

nature  of,  210. 

Acquired  diseases,  414, 

nervous  and  toxic  theories  of,  221. 

Acromegalia,  195,  229. 

ner\^ous  symptoms  in,  201,  20ti. 

autopsy  reports  of,  230. 

operative  cure  of,  224. 

benign,   233. 

pat.hologiecj-anatomical  lesions  of,  202. 

bony  enlargement  in,  234. 

pigmentation  of  skin  in,  218. 

combination  of,  with  diabetes,  233* 

recognition  of,  222. 

development  of  jaw  in,  235. 

spontaneous  course  of,  226. 

disproportion  of  bodily  parts  in,  230. 

statistics  of,   214. 

duration  of,  234. 

treatment  of,  223,  224,  228,  229. 

enlargement  of  soft  part^  in,  237. 

urine  in,  212. 

etiology  of,  23(). 

Addijson's  diaeaae  with  fluctuating  course, 

eye  changes  in,  232. 

223. 

functional  structures  in,  236. 

Addison's  disease  wthout  adrenal  aflection, 

niuligriiiTit,  233,  239,  241. 

214. 

ner\'ous  phenomena  caused  by,  233. 

without  bronzing,  214. 

pathological  anatomy  of,  237. 

Adenomata,  mahgnant,  239. 

pathology  of,  234. 

Adipose  tissne,  development  of,  54. 

photographs  of  cases  of,  231. 

Adipose  tissue,  in  anemia,  308. 
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Adipositas,  151. 

Adolescents,  chlorosis  in,  320,  396. 

obesity  of,  68,  154. 
Adrenal  glands,  tumors  of,  219. 
Adrenal  insufficiency,  223. 
Adrenal   parenchyma,   chemical  investiga- 
tions of,  209. 
Adrenal  tablets,  226. 
Adrenal  therapy,  results  of,  227. 
Adrenals,  absence  of  function  of,  228. 

accessory,  206,  220. 

anatomy  and  physiology  of,  204. 

animal,  implantation  of,  226. 

ascending  disease  of,  220. 

atrophy  of,  202. 

cessation  of  function  of,  199,  222. 

changes  of,  in  Addison's  disease,  203. 

chemistry  of,  222. 

degeneration  of,  214,  223. 

disease  of,  199,  202. 
differing  from  typical  Addison's,  215, 
220. 

extirpation  of,  205,  206,  219. 

function  of,  203,  207. 

functional  disturbance  of,  218. 
organic  extract  of,  197,  207,  226  (see 
also  Suprarenal). 

inflammation  surrounding,  203. 

internal  secretion  of,  209. 

malignant  tumors  of,  220. 

nature  of,  203. 

necessity  of,  to  life,  205. 

neoplasms  of,  202. 

parenchyma  of,  221. 

physiologic  function  of,  205. 

pigment  in,  209. 

protective  functions  of,  207. 

supplementary,  206. 

unchuiiged    condition    of,    in    Addison's 
disease,  219. 

use  of,  in  natural  condition,  226. 
Adrenalin  to  arrest  bleeding,  454. 
A(iyn:imiii,  200. 
Affections  of  Imnes  and  joints  in  the  obese, 

09. 
Agariciis  poi.soning,  590. 
A^ed,  metabolism  of  the,  36. 
A^lyco.siiria,  93,  95. 

(iietctic,  87. 
Air,  fresh,  reduced  consumption  of,  333. 
Albumin,  absorption  of,  in  the  sick,  47. 

accumulation  of,  41. 


Albumin,  circulating,  11,  57. 

dead  and  living,  3. 

decomposition  of,  7,  11,  39. 
in  ankylostomiasis,  563. 

deficiency  and  superfluity  of,  11. 

introduction  of,  11. 

nuclear,  52. 

organic,  16,  43. 

reserve,  16,  41,  57. 

splitting  of,  13. 

superfluous  amounts  of,  12. 

toxogenous  decomposition  of,  39,  40. 
Albumin  and  iron  preparations,  341. 
Albumin  as  a  "working  mass,"  16. 

as  basis  of  metabolic  products,  2. 
Albumin  bodies,  10,  70. 
Albumin  deposition,  15. 
Albumin  in  food,  indispensability  of,  10. 

minimal  amount  of,  74. 
Albumin  in  urine  of  diabetics,  121. 
Albumin  metabolism,  35. 
Albumin  minimum,  10,  13. 

hygienic  and  physiologic,  11. 
Albumin  of  body,  43,  55. 
Albumin  of  the  food,  43,  73. 

action  of,  in  nutrition,  71. 
Albumin  savers,  15,  40. 
Albuminuria,  86. 

in  diabetes,  86. 

in  leukemia,  353. 

in  morbus  maculosus,  475,  498. 

in  purpura,  493. 
Alcohol,  energy  carried  by,  50. 

excess  in,  a  cause  of  diabetes,  119. 

gout  caused  by,  127,  130. 

in  beer,  106. 

premature  indulgence  in,  332. 

use  of,  in  the  cure  of  obesity,  74. 
in  diabetes,  101. 
Alcoholism,  chronic,  591. 
Aleuronat,  70,  167. 
Alkali  tension,  280. 
Alkalies,  salts  of,  poisoning  by,  582. 
Alkalimctcr,  280. 
Alkaloids,  iK)isoiiing  from,  594. 
Alloxur  bo<iics,  374. 
Aloin  f)oisoninK,  598. 
Alopecia  in  Rout,  143. 
Amanita  phalloides,  600. 
Amebir,  505. 

oc'curroncc  of,  in  various  parts  of  body 
505,500. 
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Ameboid  movement,  346. 

Anemia,  pro^jressivc  pernicious,  remission          H 

Amenorrhea  in  mj-xedema,  185. 

in,  317;                                                     ^M 

American  Pediatric  Society's  investigation 

sy rn  p  t  om^  of,  311.                                     ^^^H 

of  infantile  scurvy,  393,  404,  485. 

tumor  format  ion  in,  315.                          ^^^H 

Ameriran  remeily  for  gout,  135. 

secondary'  or  symptomatic,  305.                 ^^^| 

Amido-l»enzol  p<iisoniii|?,  592. 

severe,  a^7,  3.58.                                          ^^M 

Amphistoniiim  hominisp  508. 

simple.  305.                                                   ^^H 

Amyloid  degeneration,  250. 

cause  of,  305.                                             ^^H 

An  acidity  of  stomach,  47. 

diagnosis  of,  309.                                        ^^^| 

Anatomical    changes    in   chronic    articular 

pFc^osis  of,  309.                                        ^^^H 

rheumatism,  248. 

treatment  of,  309.                                      ^^^| 

Anematosis,  221. 

chronic,  :iSl.                                                ^^^H 

Anemia,  304. 

splenic,  326,  3.Si.                                            ^^H 

absence  of  nervous  symptonaa  in,  328. 

therapy  of,  318.                                                ^^H 

asearide»,  a  cause  of,  549. 

variety  of,  indicated  by  blood  changes,          H 

blood  changes  in,  301,  :*U*),  328. 

312.                                                                   H 

l>loo<I  examination  in,  3(}7.  309, 

well-nouriiihed  appearand  in,  313.              ^^^^^ 

bnthrirx^cphalns,  311,  317. 

Anemia  in  Hodgkin's  dif^ase,  .373.                  ^^^H 

'                   can.sed  bv  xmcimiria,  31H. 

Anemia  from  t^ipe-worm,  523.                          ^^^H 

'                   eh  a  n  ge  o  f  el  i  m  ate  i  n ,  3 1 0,  3 1 9 . 

Anemiivs  with  nonnal  hemoglobiHj  281.          ^^^H 

clinical  wyni[)tomatolr>gy  of,  308, 

Angina  pectori^^,  141.                                         ^^^| 

cold  applications  in,  310. 

Angina  pectori.^  in  diabetes,  85.                        ^^^| 

combination  of,  wilh  obesity,  156. 

Angioneurof«i.s,  4iH.                                              ^^^H 

dccreai*ed  nietabolinm  in,  33. 

Anguillula,  development  of,  545.                     ^^^| 

dpHtmction  of  tiwsuc  in,  M. 

in t^sti nulls  et  atercoralis,  Bavay,  544,  545.         ^M 

dilTen*ntiation  of  simple  from  jMiniicious, 

putrefacicns,  5-14.                                           ^^^H 

317. 

Anilin  poboiiing, -592.                                     ^^^| 

excessive,  3.59. 

Animal  ccoTiomy,  4.                                          ^^^H 

fatty  degeneration  of,  308. 

Animal  poi>Mins,  598.                                          ^^^^| 

faulty  mitrition  a  cause  of,  306. 

Animal  [mrMsites  of  man,  501.                            ^^^B 

gencml  mctabolitini  of,  308. 

Animal  protoplasm,  decomposition  of,  52.              | 

general  tiT^atnient  of,  319. 

Animals,  echinoi^occui*  dijscase  among,  529* 

hemorrhagic  diathesis  in,  308. 

fattening  of,  153. 

idiopathic,  300. 

parasites  derived  from,  503, 

infantum  p^udoleukemjca,  382, 

Ankle,  sprain  of,  14ti. 

jaunriicc  in,  312. 

Ankylovsis,  259. 

leukemia,  cauneil  by,  3.52,  357,  307. 

fibrous,  250. 

lymphatic  a,  370. 

of  bleeders,  4x38. 

1                    lymphaticoiienalii*,  370. 

Ankyloatoma,  501 . 

nifintana,  FASO, 

disturbances  caused  by,  504. 

of  brirkmakers,  5fiO. 

dufxlenale,  51 U. 

I>erniciou8,  47,  m5,  314,  382. 

Ankyli^tomiasis,  500. 

ptis^t-malarial,  318. 

auto]>sy  findings  of,  5453. 

profound.  203. 

prophylaxis  and  treatment  of,  564. 

pr*)g restive  pernicious,  305,  310,  563. 

symptoms  of,  562. 

ranliac  symptoms  in,  313. 

Anorexia,  323. 

clinical  picture  of,  312. 

in  gout,  1 40. 

course  of,  317. 

Anthrax,  571. 

forms  of,  314. 

Antifat  cures,  72,  160,  170. 

metabolism  in,  3! 3. 

indication  for,  69. 

post  mortem  findings  in^  314. 

irrational,  55. 

primary,  310. 

metabolism  in,  56. 
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Antipyrin  poisoning,  594. 
Antirheumatics,  in  gout,  149. 
Antitoxic  action  in  adrenals,  221. 
Anus,  itching  of,  551. 
Aorta,  aneurism  of,  216. 

chlorotica,  329. 

of  hemophiliacs,  431. 
Apepsia.     See  Achylia. 

gastrica,  47. 
Ap|>aratus,  use  of,  in  rheumatism,  259. 
Appetite,  29. 

caprices  of,  60,  323,  428. 

diminished  by  decreased  fluid  intake,  75. 

enormous,  in  diabetes,  113. 
Appetite  in  the  healthy  and  the  sick,  22. 
Appetite  of  the  obese,  157. 
Arabinose,  267. 
Aigas  reflexus,  Fabricius,  566. 
Argas,  varieties  of,  566. 
Amican  poisoning,  598. 
Arnica,  tincture  of,  598. 
Aromatics,  poisoning  by,  592. 
Arsenic,  idiosyncrasy  for,  319. 

in  treatment  of  anemia,  309. 
chlorosis,  343. 
gout,  149. 

Hodgkin's  disease,  378. 
myxedema,  192. 
pseudo-leukemia,  386. 

poisoning  by,  586. 
Arsenic  atoxyl,  379. 

Arson  ions  acid  in  Hodgkin's  disease,  379. 
Art<*farts,  3.5(). 
Art<*rics.  jithcroHiatous  degeneration  of,  157. 

central,  niarantio  thrombosis  of,  358. 

comi)n?s.sion  of,  for  hemorrhage,  454. 

condition  of,  as  indication  of  age,  81. 

p<'ripheral,  pulsation  of,  322. 

pulsation  of,  in  anemia,  313. 
ArU'riosclerosis,  differentiation  of,  from  dia- 
betes, 121. 

in  diabetes,  <S.5. 
Arthritic  ^out.  primary,  131. 
Arthritis.  12'),  VX\. 

chronic,  llcbenlen's  nodes  in,  248. 

(iefornians,  '2\\,  24f). 

gouty,   12.'). 

hrn'ditarv'.  2').'5. 

in  hemorriiaKic  dise.'ise.'^,  476. 

paufwrunj,   25.S. 

urica.  12.'), 
Arthritisnie,  2.')2,  255. 


Arthropathies,  hemophilic,  455. 
Arthropoda,  565. 

Articulation,  stemo-clavicular,  322. 
Ascarides,  causing  suffocation,  550. 

expulsion  of,  by  santonin,  550. 

occurrence  of,  in  various  parts  of  body, 
549,550. 
Ascaris,  infection  of  children  by,  549. 

lumbricoides,  Linn^,  548. 

maritima,  Leuckart,  549. 

mystax,  Zeder,  548. 
Ascites,  nitrogen  balance  after,  43. 

occurrence  of,  in  pseudo-leukemia,  386. 
Asphyxia  arsenicalis,  586. 
Assafetida,  in  diabetes,  122. 
Assimilation,  insufficient,  44. 
Asthenia,  in  Addison's  disease,  210. 
Asthma,  174. 
Athyreoidism,  225. 
Athyreosis  chronica,  188. 
Atomatropin,  601. 
Atoxyl.  386. 

Atrophy  in  a  nursling,  47. 
Atrophy  of  ganglion  cells,  217. 
Atropin,  in  diabetes,  123. 
Atropin  poisoning,  597. 
Auscultatory  phenomena,  536. 
Austrian  marine,  scurvy  in,  412. 
Autointoxication,  199. 
Autopsy  findings  in  Addison's  disease,  203. 
Azoturia,  22. 

B 

Babes,  bacillus  found  by,  394. 
Baehstrom's  theory  of  scurvy,  397. 
Bacillus  anthracis,  461. 

heinorrhagicus  Kolb,  490. 

hemorrhagicus  velenosus,  489. 

of  plague,  571. 

of  typhoid,  571. 

producing  scurvy,  399. 

purpura',  4(>0.  401,  467. 

pyocyaneus  fi,  401. 
Balanitis  of  prcf)uce,  551. 
Balantidiuni  coli,  501. 

iniiiutuin,  ')0S. 
Balsiiin  of  Peni.  for  scabies,  569. 
Banting,  cure  for  corpulence,  70,  72,  73,  74, 

UV.i,  104,  1()5.  106,  173,  175. 
Banti's  disease,  370.  liHl. 

clinical  pictun?  of,  381. 
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Banti's  disease,  lienal  and  splenic,  381. 

urine  in,  382. 
Bandage,  rubber,  in  rheumatism,  258. 
Barium,  poisoning  by  combinations  of,  583. 
Bariow's  disease,  396,  485,  486,  487. 

increase  of,  in  Berlin,  486. 
Basedow's  disease,  64,  65,   193.     See  also 

Graves'  disease. 
Bath  cure,  101,  148. 

for  gout,  135. 

in  diabetes,  101. 
Baths,  hot,  for  chlorotics,  341. 

mud,  148. 

peat,  148. 

sulphur  mud,  148. 

sun,  of  Celsus,  175. 

thermal,  148. 

value  of,  in  diabetes,  122. 

with  electric  light,  258. 
Bear's  paw  of  acromegalia,  234. 
Bed-bugs,  transmission  of  parasites  by,  571. 

varieties  of,  572. 
Beer,  as  preventive  of  scurvy,  411. 

consumption  of,  in  Munich,  130. 

effects  of,  in  diabetes,  100. 

use  of,  in  obesity,  170. 
Beer  glycosuria,  79. 

Belles-lettres,  influence  of,  on  girls,  338. 
Benzine,  in  trichinosis,  560. 
Bernard,  Claude,  experiments  of,  115,  116. 
Bial's  reagent,  263. 

tests  for  pentose,  267. 
Bicycling,  67,  72. 

in  obesity,  176. 
Bidder    and    Schmidt's    investigations    in 

metabolism,  4. 
Bier's  hot  air  treatment,  259. 
Bile,  chemical  composition  of,  345. 

stasis  of,  46. 
Bile-ducts,  dilatation  and  inflammation  of, 

512. 
Bilharzia  htrmatobia,  512. 
'  prevalence  of,  in  Africa,  512. 
Biliary  passages,  inflammation  of,  140. 
Biogen  molecule,  52. 
Bird  acarus,  565. 
Bites  of  insects,  treatment  of,  575. 
Bitters,  poisoning  by,  598. 

sugar  contained  in,  101. 
Biuret  reaction,  51. 
Bladder,  distoma  infection  in,  513. 

echinococci  of,  542. 


Bleeder  families,  415,  416,  417. 

Bleeder's  disease,  413.    See  also  Hemophilia. 

joint,  432,  439,  440. 
Bleeders,  marriage  of,  452. 
Blindness,  color,  418. 

night,  419. 

transitory,  325. 
Blood,  abnormal  composition  of,  427. 

abnonnal  distribution  of,  281. 

agglutination  of,  290. 

albumm  in,  307,  312. 

alkalinity  of,  276,  286. 

anemic  composition  of,  324,  336. 

bacteriology  of,  290. 

changes    oi,    in    progressive    pernicious 
anemia,  311. 

chlorotic,  326. 

circulation  of,  304. 

coagulability  of,  454. 

coloring  matter  of,  325. 

composition  of,  favoring  hemophilia,  422. 
in  purpura,  494. 

condition  of,  in  hemophilia,  424. 
in  purpuric  child,  495. 
in  scurvy,  408. 

dilution  of,  282. 

diseases  of.  273. 

fixing  methods  of  examination  of,  292. 

flooding  of,  with  sugar,  79. 

fluid  constituents  of,  327. 

impoverished,  33. 

injection  of,  206. 

inspissation  of,  124. 

insufficient  coagulability  of,  423. 

intensity  of  color  of,  277. 

internal  secretions  in,  334. 

leukemic,  composition  of,  344. 

lymph-cell  formation  in,  361. 

methemaglobin  in,  in  poisoning,  583. 

morphological  alterations  of,  311,  333. 

pallor  of,  in  chlorosis,  325. 

pathology-  of,  345. 

pigment  originating  in,  213. 

processes  for  staining,  293,  294. 

protective  bodies  of,  276. 

regeneration  of,  305. 

shadow-corpuscles  in,  495. 

shadow  formation  in,  462. 

solids  of.  307,  312. 

specific  gravity  of,  284.  307,  312. 

spectroscopic  examination  of,  287. 

the  seat  of  chlorotic  disease  in,  333. 
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Blood,  total  solids  in,  285. 

transfusion  of,  319. 

uric  acid  in,  255. 
Blood  cell  formation,  infectious  disturbance 

of,  362. 
Blood  cells,  326. 

acidophilic,  297. 

anomalies  of,  299. 

circulating,  310. 

eosinophilic,  297. 

mononuclear,  346. 

non-nucleated,  345. 

nucleated,  326. 

oxyphilic,  297. 

red,  counting  of,  325. 
reduction  of,  327. 

varying  size  of,  326. 
Blood  changes  in  Addison's  disease,  212. 
Blood-corpuscles,  281. 

condition  of,  in  chlorosis,  325. 

counting  of,  281,  325. 

normal  numbers  of,  283. 

nucleated,  349. 

percentage  of,  in  anemia,  306. 

pessary  forms  of,  496. 

red,  counting  of,  325. 

condition  of,  in  anemia,  306. 
formation  of,  344. 
reduction  of,  312. 
volume  of,  287. 

white,  283,  :^)7. 

condition  of,  in  leukemia,  360. 
increa.'^e  of,  344,  355. 
numlxir  of,  300. 
p()lymor]>hia  of,  364. 
Blood  count  in  Addison's  disease,  204. 
Blood-counting,  apparatus  for,  281. 
Blood  examination,  275. 

in  (li.sciusos  of  lx)ne-marrow,  275. 

in  malaria.  291. 

in  para.^itic  distnises,  275. 

mothcwl  of,  276. 
Blood-fonnation,  anomaly  of,  335. 

cnil»rv<)!i:il  ty})e  of,  310. 

impainnont  of.  356, 

morbidly  active,  341. 

pathological,  .%.'). 

fx^cnliarity  of,  in  anemia,  317. 
RIood-kindn'd,  intermarriage  between,  421. 
lil(M)d  phu|neH,  '.V27. 

recognition  (►f.  21)3,  299. 
BIcKxl-poisons,  592. 


Blood  preparations  containing  iron,  342. 
Blood-pressure  raised  by  adrenal  therapy, 

207,209. 
Blood  serum,  agglutination  of,  289. 

dilution  of,  289. 

investigation  of,  285. 

methods  for  testing,  289. 

reduction  of,  327. 

total  solids  in,  327. 
Blood-staining,   by   Cbenzinsky's  method, 
295. 

by  Ehriich's  method,  293,  296. 

universal  method  of,  296. 
Blood  tumors,  437. 
Blood-vessel  glands,  238. 
Blood-vessels,  echinococcus  in,  537,  539. 

rupture  of,  431. 
Blood  volume,  in  hemophiliacs,  425. 
Blushing  of  chlorotics,  325,  335. 
Body,  activity  of,  5. 

composition  of,  11. 
Body-albumin,  7. 
Body  landmarks,  displacement  of,  in  obesity, 

159,  160. 
Body  nitrogen,  increase  of,  67. 
Body-weight  as  a  control  in  experiments,  7. 

increase  of,  59. 
Boerhaave's  cases  of  obesity,  160,  162. 
Bone-marrow,  cell  development  in,  347, 348. 

changes  in,  351. 
in  anemia,  315. 

condition  of,  in  pseudo-leukemia,  371. 

functional  alteration  in,  365. 

insufficient  function  of,  360. 

lymphoid  hyperplasia  of,  355. 

pathological  changes  of,  333. 

red,  345. 

reduced  function  of,  362. 
Bones,  affection  of,  by  gout,  139. 

atrophy  of,  251. 

changes  in,  of  hemophiliacs,  456. 

condition  of,  in  .scur\'y,  407,  408. 

deformities  of,  in  acromegalia,  232. 

echiruK'occus  of.  544. 

enlargement  of,  in  acromegalia,  234. 

long.  tuinr)r  in  tract  of,  485. 

sensitiveness  of,  to  pressure,  358. 

X-ray  examination  of,  432. 
Hothri<M'ephalus  anemia,  prognosis  of,  524. 

treatment  of,  318. 
Hothriocephalus  cordatus,  Leuckart,  521. 

cristatus,  Davaine,  521. 
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Bothriooephalus  grandis,  Blanchard,  521. 

latus,  Bremser,  520. 
distribution  of,  521. 

Mansoni,  Cobbold,  521. 

passage  of  segments  of,  522. 
Botulism,  601. 
Boys,  chlorosis  of,  320,  330. 

gout  in,  129. 
Brain,  distoma  in,  511. 

echinococci  of,  534. 

effusions  of  blood  into,  158. 

injury  to,  as  cause  of  diabetes,  115. 
Bread,  casein,  170. 

containing  aleuronat  or  ergon,  168. 

diabetic,  99. 

rye,  in  obesity,  173. 

wheat,  for  the  obese,  168,  169. 
Breithaupt  and  Cetti,  the  fasters,  14. 
Briekmakers,  disease  of,  560. 
Bright's  disease,  467,  468. 
Brisement  forc6,  456. 
British  Medical  Association,  Congress  of, 

179. 
Bromin  salts,  poisoning  by,  584. 
Bromism,  584. 

Bronchial  catarrh  in  trichinosis,  557. 
Bronzing  in  Addison's  disease,  201. 
Bruit  de  diable,  322. 
Bubo  disease,  571. 
Buffy  coat,  431. 

Bulimia  in  Addison's  disease,  200. 
Bunge's  theory  of  scurvy,  410. 
Bums  under  X-ray  treatment,  369, 381. 
Biischel-form  of  keratitis,  567. 


Cabot's,  researches  in  blood  examination, 

283. 
Cachexia  associated  with  pigmentation  of 
skin,  203. 

from  parasites.  511. 

in  Hodgkin's  disease,  373. 

myxedematous,  191. 

strumipriva,  187,  188. 

thyreopriva,  187,  188. 

tubercular,  221. 
Cachexia  pachyriermique,  179. 
Calculi,  uratic,  157. 
Calorimetry,  direct,  9. 

in  man,  6. 


Calory  estimations,  of  Rubner,  44. 
Calory  requirement  of  body,  6,  7. 
Calory  supply,  diminution  of,  53. 
Calves,  cramps  in,  128,  136. 
Camphor,  in  diabetes,  122. 
Camphor  poisoning,  594. 
Cancer,  hepatic,  541. 
Cane-sugar,  78. 
Cantani's  obesity  cure,  165. 
Capillaries,  rupture  of,  433. 
Carbohydrates,  absorption  of,  48. 

allowance  of,  in  diabetes,  98. 
in  the  diet,  74. 

in  feces,  estimation  of,  amount  of,  45. 

percentage  of,  in  beer,  106. 
in  food,  tables  of,  104. 
in  wines  and  spirits,  106. 

tolerance  of,  88. 

value  of,  as  albumin  savers,  40. 
Carbolic  acid  poisoning,  593. 
Carbon  balance,  7. 
Carbon  bisulphid,  586. 
Carbonic  acid,  excretion  of,  8. 
Carbonic  acid  poisoning,  590. 

chronic,  591. 
Carcinoma,  colloid,  512. 

from  parasitic  infection,  513. 
Carlsbad,  treatment  at,  in  diabetes,  101. 
Casein,  70,  169. 
Castor  oil,  in  trichinosis,  559. 
Castration,  as  a  cause  of  obesity,  154. 
Cataphoresis,  425. 
Catarrh,  intestinal,  due  to  coccidia,  506. 

tendency  to,  in  obesity,  157. 
Caterpillars,  toxic  effect  of,  575. 
Cattle,  mortality  among,   from  echinococ- 

cus,  533. 
Cautery,  to  control  hemorrhage,  454. 
Cell  accumulations,  lymphadenoid,  375. 
Cell,  protoplasm  of,  3. 

destruction  of,  3. 
Cells,  chemical  activity  of,  3. 

decomposition  in,  3. 

dwarf,  356. 

growth  energy  of,  57. 

katabolic  activity  of,  61. 

nuclei  of,  disease  of,  131. 

parenchyma,  204. 

regenerative  energy  of,  57. 
Cerebral  affections,  due  to  gout,  142. 
Cerebral  diseases,  polyuria  in,  115. 
Cerebral  disturbances  in  myxedema,  184. 
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Cervical  ganglia,  neuritic  disease  in,  216. 
Cestodes,  514. 
Cesto-embolism,  539. 
Cetti  and  Breithaupt,  the  fasters,  14,  32. 
Chambers's  cure  of  corpulence,  163. 
Champagne  as  cause  of  gouty  attack,  135. 
Charcoal  in  calorimetric  investigations,  6. 
Charcot  on  rheumatism,  244. 
Charcot-Leyden  crystals,  350,  563. 
Cheese,  in  diet  of  diabetes,  100. 
Chemical  analysis,  in  case  of  poisoning,  581. 
Chemical  curative  agents,  197. 
Chemical  processes  as  source  of  heat,  2. 
Chemotactic  stimulus,  344. 
Chemotaxis,  365. 

negative  and  positive,  302. 
Cherry  cure,  147. 
Chicken  cholera,  571. 
Children,  metabolism  of,  36. 
Chin,  double,  159. 
China,  organotherapy  in,  196. 
Chiragra,  125. 

Chlorin  combinations,  poisoning  by,  583. 
Chloroform  poisoning,  584. 
Chlorosis,  305,  320. 
.    anatomical  foundation  of,  330. 

appetite  in,  caprices  of,  323. 

blood  changes  in,  325,  327,  334. 

blood  examination  in,  325,  328,  336. 

body  temperature  in,  323. 

cardiac  murmurs  in,  321. 

cardiac  palpitation  in,  322. 

cjiUHCs  of,  333. 

chaiiKOs  of  skin  in,  320. 

combination  of,  with  olx;.sity,  156. 

complications  of,  329. 

course  of,  337. 

denin^oinent  of  nervous  system  a  cause 
of,  33r>,  3,*^). 

dcvclopinoiit  of,  339. 

dia^'iiosis  of,  328,  33<). 

di«'t  in.  311. 

digestive?  syinptonis  in,  323. 

(li.M'.'iscd  hlood  as  :i  caus^;  of,  334. 

K^ypf  iaii,  fitiO. 

extreme  pallor  in,  33(>. 

fonn*^  of,  337. 

fm|uency  of.  in  cities,  331,333. 

genesis  of,  333. 

^i^antea,  l.'il. 

habitual,  330. 

hereditary,  339. 


Chlorosis,  independent  symptoms  of,  324. 

latent,  329. 

metabolism  in,  33. 

mode  of  life  favoring,  339. 

murmurs  in,  321. 

nervous  disturbances  of,  324,  325. 

no  specific  treatment  for,  340. 

occurrence  of,  among  servant  girls,  332. 
in  boys,  320,  330. 
in  fat  people,  320. 
in  men,  329. 
in  time  of  Hippocrates,  320. 

pathological  anatomy  of,  329. 

persistent,  330. 

predisposing  causes  of,  331. 

prognosis  of,  329. 

prophylaxis  of,  343. 

rapidity  of  pulse  in,  322. 

relapses  of,  330. 

relation  of,  to  sex,  330. 

respiratory  apparatus  in,  323. 

sexual  functions  in,  323. 

symptomatology  of,  328. 

tight  lacing  a  cause  of,  332. 

treatment  of,  339. 
by  suggestion,  342. 

tropical,  560. 

vagaries  of  appetite  in,  323. 
Cholelithiasis,  140. 
Cholera   Asiatica,   simulated   by   arsenical 

poisoning,  586. 
Choleraic  symptoms,  in  trichinosis,  556. 
Chorea,  thyreoid  therapy  in,  195. 
("hronic  articular  rheumatism,  243. 
Chyle  tracts,  48. 
Ciinex,  varieties  of,  572. 
Circulatory  apparatus,  changes  in,  329. 

condition  of,  in  chlorosis,  321. 

echinococcus  in,  538. 
Circulatory  disturbances  as  result  of  obesity, 

69. 
Circumcision,  of  hemophiliacs,  434,  452. 
Cirrho.sis,  hepatic,  43,  382. 

hyjx»rtroj)hic  hepatic,  141. 

of  liver  from  parasitic  changes,  512. 
Claudicatio  intermittens,  85. 
Climacterium,  u.se  of  o()phorin  in,  197. 
Climate,  influence  of.  in  producing  scurvy, 

397. 
Clothinjr.  use  of,  in  common,  550. 
Chil)  finder  tips,  2'A\. 
Clul>-foot,  as  setjuence  of  scurvy,  409. 
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Coal  gas  poisoning,  79. 
Cocain  poisoning,  597. 
Cocainism,  597. 
Coccidium,  bigemimum,  506. 

oviforme,  506. 

perforans,  506. 
Colchicum  in  gout,  149. 
Cold  and  heat,  effect  of,  in  metabolism,  25. 
Cold,  extreme,  a  cause  of  diabetes  insipidus, 
119. 

use  of,  in  diabetes,  122. 
Colic,  lead,  587. 

renal,  451. 
Collapse,  cardiac,  596. 

treatment  of,  497. 
Colloid  masses,  excretion  of,  204. 
Color-blindness,  418. 
Color-index,  283. 
Coma,  acid,  92. 

diabetic,  80,  91,  102. 

fatal,  in  anemia,  319. 

in  purpura,  483. 

opium,  596. 
Combustion,  a  source  of  energy  and  heat,  2. 

increase  and  decrease  of,  26. 
Compensation,  process  of,  88. 
Comptodactylie,  255. 
Congress,  British  Medical  Association,  179. 

Forth  French,  for  Urology,  1889,  448. 

International  Medical,  at  Paris,  126, 127. 
Congress  of  Internal  Medicine,  1885,  56. 
Connective  tissue,  348. 

changes  of,  in  acromegalia,  237. 
Connective  tissue  hyperplasia,  237,  238. 
Constipation  in  chlorosis,  323. 

in  gout,  140,  148. 

in  scurvy,  413. 

obstinate,  in  the  obese.  157. 

stubborn,  172. 
Consumption,  occurrence  of,  in  small  eaters, 

63. 
Contractures  of  fingers  and  toes,  251. 
Convalescence,  abundance  of  food  in,  40. 

in  morbus  maculosus.  497. 
Copaiba,  balsam  of,  poisoning  by,  594. 
Coprostasis  in  chlorosis,  340. 
Corium,  pigmentation  in  deep  layers  of,  213. 
Comutin  poisoning,  598. 
Coronary  artery,  calcification  of,  269. 
Corpulence.  151.     See  also  Obesity. 

Wadd's  views  on,  163. 
Corrosive  sublimate,  tolerance  of,  589. 


Corrosive  sublimate  poisoning,  Gfymptoms  of, 

589. 
Corsets,  injurious  effects  of,  332. 
Country  life  for  chlorotics,  340. 
Cramps  in  legs,  139. 
Cream,  in  diet  of  diabetics,  100. 
Creeping  disease,  574. 
Cremation  of  infected  meat,  533. 
Cretinism,  30,  187. 

endemic,  188,  189. 

sporadic,  187,  188. 
Cretinoid  state  in  women,  180. 
Crick  in  the  back,  139. 
Crusades,  scurvy  during,  390. 
Crystallose,  109. 
Cure,  Nature-healing,  60. 

Oertel,  174. 

of  obesity,  177. 
Cures,  dietetic,  54. 

mineral  water,  in  diabetes,  92,  101. 

weakening,  67. 
Cyanosis  in  blood  poison,  592. 
Cyclops  semilatus,  Fischer,  520. 
Cyprinotus  incongruens,  519. 
Cystcricus  bovis,  115. 

cellulosiP,  501,  515. 
Cystoid  echinococcus,  528. 


D 

Daltonism,  hereditary,  415,  418. 
Deafness  from  lymphatic  nodules,  352. 
Debove's  treatment  of  obesity,  161. 
Decomposition,  alterations  of,  4. 

nuclein,  52. 

of  food,  6. 
Deformity,     in     chronic     articular     rheu- 
matism, 246. 

of  bones  in  arthritis,  256. 
Degeneration,  amyloid,  47. 

granular,  326. 

hyaline,  vascular,  466. 

phenomena  of,  326. 
Deglutition,  difficult,  373. 
Delirium  tremens,  591. 
Demodex  folliculorum,  Simon,  569. 
Dentition,  a  critical  period  in  hemophiliacs, 

434. 
Depression,  hypochondriac,  142. 

paroxysms  of,  143. 
Dextro-rotary  pentose,  267. 
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Dextrose,  77. 
Dextrosuria,  77. 
Diabdte  azoturique,  113. 
Diabetes,  actual  cure  of,  82. 
arteriosclerotic,  84. 
arthriticus,  144. 
cerebral  causes  of,  122. 
chronic,  81. 

coexistent  with  acromegalia,  233. 
combination  of,  with  pentosuria,  268. 
decipiens,  144. 
diet  in,  33. 

disease  of  the  brain  a  cause  of,  114. 
drug  treatment  of,  122. 
gastric  disturbances  in,  102. 
hysterical,  117. 
increased  appetite  in,  113. 
insipidus,  110. 

clinical  picture  of,  110. 

constitutional  condition  in,  120. 

diagnosis  of,  121. 

etiologic  therapy  of,  122. 

etiology  of,  112. 

hereditary  form  of,  119. 

idiopathic  fonn  of,  118. 

infectious  diseas<»s,  followed  by,  119. 

low  tfimperature  in,  114. 

normal,  117. 

organic  dise:ise  of  brain,  a  cause  of, 
111. 

over-nutrition  in,  64. 

prognosis  of,  120. 

psychical  treatment  of,  122. 

special  varieties  of,  115. 

synjptonis  and  cours<.' of,  112. 

typical  cas<\s  of,  120. 
mellitus,  77,  S.'i,  ]{\7. 

after  scarlatina,  SO. 

combination  of,  with  gout,  130. 

hereditary,  .S2. 

nietaholism  in,  '.V2. 

mild  ami  severe  forms  of,  83. 

oecnrreiicM'  of,  in  the  young,  81. 

ovjT nutrition  in.  (>1. 

practical  theraj)y  of,  92. 

reirnlatrd  diet  for,  \H\. 

theoretii"  treat nx-nt  of,  S7. 

\altial»le  foods  in,  S\). 

various  forms  oi.  S'.i. 
mild  and  si'vere,  S;^. 
nutrition  in.  1 1.'^ 
occurrence  of,  in  a  chemist,  80. 


Diabetes,  occurrenoe  of,  in  the  aged  and  in 
the  young,  80,  81. 
in  the  obese,  83. 

organic,  81. 

pancreatic,  81. 

pure,  84. 

quantitative  diet  in,  98. 

relations  of,  to  gout,  144. 

saccharin,  115. 

sugar  excretion  in,  52. 

tables  of  foods  in,  103. 

thirst  in,  113. 

treatment  of,  87,  101. 

typical  cases  of,  94. 
Diaceturia,  91. 
Diaphragm,  inactivity  of,  557. 

rupture  into,  538. 
Diaptomus  spinosus,  Daday,  520. 
Diarrhea,  fatty,  47. 

in  leukemia,  369. 

in  scurxy,  408. 
Diatheses,  hemorrhagic,  388. 
Diathesis,  gouty,  130. 

hemorrhagic,  in  anemia,  308. 

oxalate,  449. 

uric  acid,  126. 
Didymin,  197. 
Diet,  amylaceous,  80. 

antifat,  grades  of,  72. 

calculation  of  nutrition  and  calory  value 
of,  107. 

effect  of,  in  metabolism,  44. 

employment  of,  in  chlorotics,  340,  341. 
for  the  ol)cse,  167. 
in  diabetes,  87,  96,  122. 
in  leukemia,  369. 

maintenance,  of  the  sick,  37. 

mixed,  80. 

nutrition  and  calory  value  of,  107. 

preventive  of  scurxy,  411,  412. 

cjuantitative  regulation  of,  96. 

researches  in.  48. 

schemes,  adherence  to,  76. 

tests  in,  48. 

vegetable.  ()1.  147. 
Diet-tables  of  ChamlH^rs,  163. 
Dietary  for  diabetics,  108. 

of  Hanting.  72,  74. 

of  Chambers,   103. 

of  Dapper.  73. 

of  Kbstein.  72.  74. 

of  Harvey,  72. 
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Dietary  of  Hirechfeld,  74. 

E 

M 

of  Kifich.  74, 

^^H 

of  Oert4;l,  72,  74. 

Ear,  gouty  processes  in,  143. 

^^^^ 

of  V.  iXoorden,  74. 

gouty  tophi  in,  135. 

^^^M 

Dietetic  cures,  54,  69. 

Earth,  diseases  caused  by  working  in 

562.     ^^M 

Dietotherapy^  2,  39> 

Ecchondroses  of  rheumatism,  246,  248 

^^H 

dangers  of,  102. 

Ecchymosea  of    purpura,    459,    470, 

484.     m 

Digestion^  condition  of,  in  Hodgkin^e  dis- 

488. 

^^^1 

ease,  381. 

Echinococci,  aut-osemination  of,  531. 

^^^M 

impaired  by  tape-worm,  522. 

of  various  organs,  534. 

^^H 

physiology  of,  1. 

Echinococcus,  501. 

^^^1 

vicarious  intestinal,  47, 

areas  infected  by,  529, 

^^^1 

Digestive  apparatus,  disordera  of,   in  dia- 

cysticercus, 529. 

^^H 

betes,  114, 

cysts  of,  527,  532. 

^^^1 

Digetstive  canal,  catarrh  of,  140. 

expectoration  of  membrane  of,  538 

^^^^^H 

diaturbanct's   of,    in    Addison's   diaeaac, 

niultilocnlar,  534. 

^^^1 

200. 

multilociilaris,  528. 

^^^1 

Digestive  organs  in  anemia,  313. 

nmltiplex,  531. 

^^1 

Digestive  tract,  anemic  changes  in,  315. 

oceurrenfc  of  Jn  bones,  529. 

^^^1 

Digitalis  and  its  glucocides,  poii^ining  by, 

in  female  genital  organs,  543. 

^^^1 

597. 

in  oral  cavity,  B'So. 

^^^1 

DtgiUilis  infusion,  decomposition  of,  597. 

prevalence  of»  among  animals,  526 

^^H 

Dioptrics,  419. 

prevalence  of  infection  of,  529, 

^^^1 

DioxytK»nzole  poisoning,  593* 

pro[>agation  of,  527. 

^^H 

Diplobacilli.  49{). 

pulni()nar>\  538. 

^^H 

Distoma,  mh  510. 

renal,  541. 

^^H 

fatal  disease  caus&d  by,  512. 

toxicity  of  fluid  of,  531. 

V 

occurrence  of,  in  China,  Iiulia,  and  Japan, 

transmission  of,  by  dog,  529. 

^ 

511. 

tumors  of,  528. 

Distomatosis,  510. 

Eehinococcus  disease,  526. 

Distomum  felineum,  Rivolta,  511. 

WHirse  and  tempentture  in,  540, 

hs&nmtobium,   Bilharz,  512. 

prognasia  of,  533,  540. 

1 

hepaticuni,  Linne,  .509. 

prophylaxis  of.  533. 

pulmonale,  Baek,  1S83,  510. 

symptoms  of,  532. 

Bibiricum,  Winogradoff,  511. 

treatjnent  of,  533, 

ipathulatum,  I^euckart,  511. 

unilocular,  531.  .539. 

Westermanni,  510. 

with  duration  of  thirty-five  yean*,  530. 

Dog,  as  traiismitler  of  echinococci,  529. 

Eehinococcus  sac,  an  imixHliment  at  birth. 

Dog  tape- worm,  531. 

543, 

Drinking-water   as   disseminator   of   para- 

EchinorhjTieus gigaa,  Goeze,  601,  565 

. 

sites,  .503. 

Ectoparasites,  501,  565. 

Dropsj^  oily,  151. 

Edema  in  trichinosis,  557, 

Drugs,  production  of  hysterical  polyuria  by, 

Edema  of  face,  341. 

118. 

Effusion,  hemorrhagic,  492. 

Dupu^i^ren's  contracture,  145. 

in  seur\y,  400. 

Dwarf,  acroniegalic  skeleton  of,  231. 

into  knee-joint,  455. 

Dwarfs*,  prehistoric,  2'29. 

Eflfusinns  in  gnul ,  1 34. 

Dy8<*nter>',  distoma  found  in  cases  of.  511. 

Eggi*,  in  diet  of  dialjetics,  100,  108. 

interc urrent,  with  sfurvy,  408. 

Ehriich  eyt^pieee,  301, 

Pj-spepsia,  intestinal,  140. 

Ehriich-Pinkus  fonnula.  376. 

ncr\'ons,  60. 

Efarhch's   method   of   staining,    293, 

294, 

Pyspnea,  352. 

296. 

■ 
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Ehrlich's  investigations  of  the  blood,  345, 

351. 
Electricity  to  spleen,  386. 
Electricity,  use  of,  in  diabetes,  123. 
Elephantiasis,  swellings  resembling,  548. 
Emaciation,  cure  of,  161. 

in  diabetes  insipidus,  120. 

in  rheumatism,  250. 

significance  of,  38,  39. 
Emboli,  from  echinococcus  cysts,  537. 

in  trichinosis,  557. 
Embonpoint,  153,  155. 
Emphysema,  pulmonary,  142. 
Endocardium  involved  in  rheumatism,  251. 
Enemata  of  benzin^,  560. 
Energy,  law  of  conservation  of,  2. 

loss  of,  43,  44. 

transferrence  of,  3,  11. 

metabolism  of,  5. 
Energy  requirement  of  body,  11. 

of  the  healthy,  9. 
English  navy,  absence  of  scurvy  in,  411. 
Enlargement,  in  acromegalia,  230. 

glandular  and  multiple,  375. 
Enteric  fever  in  chlorotics,  339. 
Entoparasites,  501. 
Entozoa,  501. 
Enuresis  noctuma,  119. 
Enzymes,  action  of,  13. 
Eosinophiles,  347,  355. 

in  trichinosis,  557. 
Eosinophilic  leukocytosis,  365. 
Epidemics  of  trichinosiH,  553. 

of8cur\'y,  390,  391,392. 
Epididymis,  echinococci  of,  544. 
Epilepsy,  IIG. 

from  tenia  solium,  504. 
Epinephrin,  210. 
Epincphrectomy  in  animab,  206. 
Episcleritis,  252. 

Epistuxis,  occurrence  of,  in   hemophiliacs, 
4.54. 

treatment  of,  497. 
Epizoa,  .501. 

Kfjuilil)rium,  nitropcnous,  10. 
Erp^on  in  bread  for  tlie  ol)e8e,  167. 
Ergot,  use  of,  in  hemorrhages,  454. 
Erpot  poisoning,  ,598. 

chronic,  599. 
Krpotin,  in  dial)ctes,   12.3. 
Ergotism,  convulsive,  599. 

gangrenous,  599. 


Eruption,  itching,  544. 
Erythema,  nodosum,  473,  477. 
Erythroblasts,  300. 

in  anemia,  311. 
Erythrocytes,  307,  344. 

decrease  of,  349. 

increased  formation  of,  283. 

morphological  changes  in,  306. 

normal  proportions  of,  345. 

recurrence  of,  in  chlorotic  blood,  326. 

stippling  of,  292,  300,  312. 
Erythrosclerotin,  599. 
Eschars,  from  acid  poisons,  580. 
Esophagus,  ascarides  in,  550. 
Ethyl  alcohol,  poisoning  by,  591. 
Eucalyptus,  in  pseudo-leukemia,  386. 
Eucasin,  48. 

Eustrongylus  gigas,  Rudolphi,  560. 
Excretion  by  skin,  stimulation  of,  123. 
Excretions,  estimation  of,  6. 
Exercise,  bodily,  during  antifat  cures,  56. 

muscular,  in  diabetes,  92. 
in  obesity,  175,  176. 
in  production  of  flesh,  58. 

passive,  177. 
Exercises,  free,  of  German  turners,  176. 
Exophthalmic  goiter,  64,  66,  193. 
Exophthalmos  in  acromegalia,  233. 
Expired  air,  estimation  of,  6. 
Extremities,  neuralgia  of,  314. 

size  of,  in  acromegalia,  230. 
Eye,  affections  of,  in  rheumatism,  252. 

changes  of,  in  acromegalia,  232. 

cysticercus  in,  524. 

disease  of,  from  acarus,  569. 
from  caterpillars,  575. 

specks  before,  324. 
Eye-ball,  echinococcus  of,  535. 
Eye-ground  in  leukemia,  352. 
E>Tich's  picture  of  purpura,  484. 


Face,  cyanosis  of,  .373. 

edema  of,  .373. 
Faradization,  60. 
Fastens,  professional,  14. 
Fastinp;  values,  9. 
Fat,  combustion  of,  75. 

danger  of,  in  various  diseases,  55. 

development  of,  in  prime  of  life,  55. 
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1 

Fat.  divisibility  of,  12. 

Fever,  chronic  pelapsing,  375. 

^M 

estiiiiiitiuTi  of,  in  fec*es,  45. 

destruction  of  tissue  in,  39. 

^^1 

fornmlion  of,  12,   IK,  21,  34. 

gastric,  ,H0. 

^^1 

excesaive,  151,  159. 

intemiittent.  494. 

^^1 

increiU'^  of,  55. 

recurring,  glandular,  375. 

V 

loBses  and  arctimulutions  of,  58, 

relapsing,  pre-natal,  tmnwrnission  of,  429. 

H 

mal-assimllation  of,  46. 

with  glandular  enlargemenl,  376. 

^1 

nausea  caused  by,  167. 

Filaria  Bancrofti,  Cobbold,  546.                     j 

^^1 

necessity  of,  i\s  a  food,  166. 

embr>^os,  547. 

^^1 

repugnance  to,  40, 

loa  Guyot,  546. 

^H 

Ha  tidy  caused  by,  167. 

Magatha'si,  547. 

^^1 

sigiuficaiice  of,  54. 

medniensis  Velsch,  545* 

^^1 

Bplitting  of,  4i\. 

varieties  of,  546. 

^^1 

sugar  formation  frpm,  52. 

Fingers,  gout  in,  138. 

^^1 

tables  of,  in  various  foods,  103. 

nodosities  of,  255. 

^^1 

place  of,  in  diet,  21,  74. 

Finland,  hemophilia  in,  451. 

^^1 

of  the  dia!ietic.  89. 

Fischer's  test,  77. 

^^1 

value  of,  in  dialjetes,  100, 

Fish  in  dialjetes,  laS. 

^^1 

in  various  diseases,  55. 

Fish,  raw,  parasitic  iafectlon  from,  512. 

^^H 

Fat  of  normal  children,  153. 

Fish  i>o]soniiig,  600. 

^^H 

Fat  aljsorption,  decrease  of,  46. 

Fixation,  methyhc  alcohol,  293.                      i 

^^1 

Fat-albuimn  diet,  175. 

Flagellates,  507.                                                ■ 

^^1 

Fat   f  iMli.  -.  poisoning  by,  591. 

Flat-foot  occ!urring  in  the  gouty,  144,  158. 

S 

Fat  niarrovv  changes  in  pernicious  anemia, 

Flat-worms,  508. 

^^H 

316. 

FleischFs  hemometer,  277,  278. 

^^1 

Fat  metabohsm,  75. 

Flesh,  increase  of,  55. 

^^1 

Fat-milk,  Gariner^s,  486. 

Flesh  production  by  Btock  misers,  19. 

^H 

Fats,  neutral,  46. 

Flui<l  in  blood,  increase  of,  341. 

^^1 

Fatigue,  sensation  of,  in  anemia,  306. 

Fluids,  digestive,  in  metabolism,  4.               ' 

^^1 

Fattening  of  animals,  153. 

intake  of,  limited  in  diabetes,  124, 

^^B 

Fatty  degeneration  in  progressive  pernicious 

in  obesity,  174. 

V 

anemia.  315. 

sinudtaneons  intake  of,  with  solid  food, 

Features,  change  of,  in  myxedema,  184. 

75. 

Feces,  albumin  losses  in,  47. 

Fly,  as  carrier  of  infection,  571. 

analysis  of,   15. 

Fly  larv^ffi,  501,  573. 

calory  value  of,  44. 

in  remote  parts  of  body,  574. 

elementary  analysis  of,  4. 

Follicles,  destmction  of,  186. 

estimation  of,  6. 

Food,  albuminous,  reduction  of,  97. 

fatty  acids  in,  46. 

assimilation  of,  45. 

microscopic  examination  of,  522 

changes  in,  ill  effects  of,  333. 

parasites  in,  507, 

consurnpti<jn  of,  in  the  healthy,  4. 

Feeding  forced,  IB,  19,  40,  56. 

in  tubrrcular  discivae,  38. 

Female  breast  in  obesity,  151. 

contamination  of,  by  flies,  575. 

Females,  hemophilia  occurring  in,  414. 

det^omjMJsition  of,  3,  49. 

Fermentation  test,  262,  264. 

dimiiushc<l  consumption  of,  32, 

% 

Ferratim,  342. 

energy  value  of,  37. 

Ferrum  carl mni cum,  341. 

faidty  absorption  of,  44. 

Femim  chloratum.  341. 

fresh,  as  preventive  of  scurvy,  4S5. 

Ferrum  citricum,  341. 

indigestible,  rraving  for,  323. 

Ferrum  oxydatum,  341. 

intake  of,  influence  of,  23. 

Ferrum  ses<^uichloratum,  341. 

limitation  of,  in  obesity,  154. 

Ferrum  sulphuricum,  341. 

nature  and  quantity  of,  21. 
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Food,  necessity  of,  for  maintenance,  59. 

oxidation  of,  3. 

parasites  disseminated  by,  511. 

passage  of  tape-worm  caused  by,  522. 

repugnance  for,  323. 

source  of  energy  in,  2. 

sudden  withdrawal  of,  31. 

unclean,  as  disseminator  of  parasites,  503. 

uniform  limitation  of,  174. 
Food  molecule,  as  containing  nitrogen,  51. 
Food  products,  disintegration  of,  2. 

divisibility  of,  12. 

plastic,  2. 

respiratory,  2. 
Food  requirement  of  the  sick,  21. 
Food  surplus,  61. 
Food  values,  compilative  table  of.  14. 

standard,  8. 
Foods,  kinds  of,  for  the  obese,  167. 

percentage  of  fat  in,  103. 

sugar-producing,  89. 
Foot,  gout  in,  125. 
Force,  in  living  organism,  2. 
Force,  interchange  of,  22,  .37. 

permutation  of,  2. 
Forced  feeding,  a  cause  of  cardiac  weak- 
ness, 65. 

in  hysteria  and  neurasthenia,  65,  66. 

in  production  of  flesh,  58. 

indications  for,  62. 

technic  of,  70. 
Fowler's  solution  in  Addison's  disease,  224. 

in  morbus  maculosus,  497. 
Fractures,  treatment  of,  by  thyreoid  gland, 

195. 
Freiburg,  prevalence  of  goiter  in,  190. 
Friction  as  source  of  heat,  2. 

in  chlorosis,  340. 
Frontal  sinus,  echinococcus  in,  535. 
Fruits,  108. 

cjirlK)hy(initc   contents  of,    105. 

dried,  in  (iialx^tes,  99. 

in  (iiabotes,  99. 

p(»ntosan  in,  '2(\H. 


G 

dadfly  boil,  573. 
(laortnor's  honiophotograph,  279. 
(ialart<)s<\  207. 

Cianglia,  semilunar,   inflammation  and  de- 
generation of,  21G. 


Gangrene,  of  extremity,  from  ergotism,  599. 
Garrod's  views  of  scurvy,  398, 410. 
Gases,  interchange  of,  30,  36,  308. 

interchange  of,  in  obesity,  154. 
respiratory,  8. 

poisoning  by,  590. 
Gastric  ^hemism,  disturbance  of,  47. 
Gastric  contents,  examination  of,  323,  340. 
Gastric  dyspepsia  in  gout,  140. 
Gastric  hunger,  60. 

Gastric  juice,  action  of,  on  echinococci,  526. 
Gastrophilus  larva,  574. 
Gastroptosis,  323,  333. 
Gelatin  to  control  hemorrhage,  454. 
Genital  organs,  echinococcus  in,  543. 

examination  of,  337. 

hypoplastic  changes  in,  330. 

implication  of,  in  acromegalia,  238. 
German  marine,  scurvy  in,  412. 
Germany,  parasitic  disease  in,  529. 
Ghida,  125. 

Giant  growth,  195,  230. 
Giant  skull,  pathologic,  229. 
Giants,  prehistoric,  229. 
Gicht.     See  Gout. 
Gigantism,  234,  237. 
Gigantoblasts,  300. 
Gigantocytes,  299,  300. 
Gingivitis,  bacillus  causing,  394. 
Girls,  neuroses  appearing  in,  336. 
Glands,  enlargement  of,  371. 

extirpation  of,  380. 

intestinal  atrophy  of,  47.* 

pain  in,  376. 

tuberculosis  of,  375,  376. 
Glandular  disease  caused  by  poison  in  blood, 
378. 

predisposition  to,  378. 
Glandular  organs,  in  scurvy,  400. 
Glaucoma  in  gout,  143. 
Gliomata,  239. 
Glucose,  77. 

Glycogen  deposit,  12,  16. 
(llyco^enie  area  of  brain,  114. 
Glyeop'nie  center.  111. 
Glycosuria,  77. 

a]inientar\',  77,  78,  79. 
in  gout,  144. 

combination  of,  with  pentosuria,  269. 

diabetic,  87. 

e  saccharo,  79. 

experimental,  79. 
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Glycosuria,  nature  of  processes  m,  78. 

Gout,  paralysis  in,  143.                                        fl 

physiologic,  77. 

paroxysms  of,  136.                                       ^^M 

aponUi-eous,  79|  SI. 

pathogenesi.^  of,  126.                                   ^^^H 

transitory,  81, 

prcdisjKisitioii  to,  139.                                   ^^^^H 

Glycosuria  m  luorphin  poTsonins,  596, 

premonitions  of,  133,  139.                             ^^^| 

Gnatha'^toiua  ^iatueiisc,  Levinsen,  560» 

primarj'  arthritic,  127,  13S,  140.                  ^^H 

Goiter;  oecurivnce  of,  in  tiifanl^,  190. 

treatment  of,  146.                                      ^^^| 

mttH^ivt%  238. 

prognosis  of,  145,  150.                                   ^^^B 

pareiiciiymatous^    192, 

p  ro  phy  UkX  is  of,  1 47.                                      ^^^^ 

GoiKigm,  125, 

relation  of,  to  chronic  arthritis,  255.          ^^^H 

Gonorrhea,  256,  478* 

respiratory  conditions  in,  142.                  ^^^H 

gouty,  142, 

retrocedent,  132.                                          ^^^| 

Gordius,  varieties?  of,  565. 

skin  affections  in,  143,                                 ^^^H 

Gout,  125. 

speci6c  treatment  of,  148.                            ^^^H 

annual  attack  of,  139. 

Sydenham's  description  of,  126.                  ^^^H 

cachectic  stage  of,  149. 

symptomatology  of,  132,  133,  139.             ^^H 

cancer,  caused  by,  143. 

treatment  of,  146,  148,  1.50,                         ^^H 

causes  of,  126,  127. 

by  "patience  and  cotton/'  149.             ^^^B 

cert'linil  affections  in,   142. 

typical  attack  of,  131,  i:33.                          ^^^| 

clinical  ciiHi^s  of,  128,  134. 

yisceral,  144),                                                   ^^^B 

clinical  hintory  of,  126. 

Gowcr^'s  hemoglobinometer,  277,  279.          ^^^| 

coniliincd  with  hcmaturiat  451. 

Gram-Weigert  process,  4<K),                              ^^^| 

condition  of  heart  in,  141. 

Grand idier's  views  of  hemophilia,  415,  452.         ^M 

confounding  of,  with  rheumatism,  243. 

Granular  cells  of  epithelium,  239.                          H 

course  of,  145. 

Grapes  in  dial>ete8,  99,                                            H 

curative  resorts  for,  148. 

Graix;  cure,  148.                                                         " 

dccrciksc-d  metabolism  in,  33. 

Gmpe-sugar,  12,  264,  270. 

diagnosii^  of,  14*>,  15(1. 

in  the  uririe,  77,  78,  262. 

diet  in.   147, 

Gnisshopf»er  plague  in  Russia,  397. 

edema  in,  134, 

Graves'  disease,  28,  29,  38,  70,  193. 

exemption  of  women  from,  117. 

fort^?d  fwding  in,  65, 

faulty  action  of  kidney  a  cause  of,  128. 

Growth,  excessive,  in  acromegalia,  230. 

fever  in,   134. 

Gmher-Widal  reaction,  289, 

foci  of.  133. 

Gull,  Sir  Wm.,  on  mj-xedema,  179. 

Garrod's  views  of,  136,  243, 

Gummata  of  skin  in  diabetes,  121. 

Heljertlen'a  noden  in,  248. 

Gmns,  diseiuse  of,  413. 

hereditarjr,  128,  144. 

fetor  of,  492. 

intermediate  symptoms  of,  133,  139. 

gangrene  of,  403. 

'Mntemal."  145. 

in  pnipura,  459,  470. 

larval,  132,  149. 

lead  line  of,  ,5.S8,  590. 

latent,  132. 

scorimtic,  485, 

location  of,  in  extremities,  131,  145. 

sjKmgy,  394, 

in  right  toe,  128. 

the  seat  of  sc\jr\'y,  402. 

lymphangiti.'i  in,  143. 

Gymnastics,  67,  176. 

materia  jxH-caus  in,  132. 

in  obesity,  72. 

metabolism  in,  42, 

occurrence  of,  in  adolescents,  129. 

H 

in  ancient  times,  126. 

in  EngUnd,  CM),  131. 

Hair  in  acromegalia,  237. 

in  Munich,  130, 

in  Rcur\^y,  405. 

in  upper  and  lower  classes,  130. 

Haller's  acid,  497, 

pain  in,  134. 

in  hemophilia,  453, 
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Hammerschlag's  method  for  testing  specific 

gravity  of  the  blood,  284. 
Hardening  processes,  257. 
Harvey's  cure  of  obesity,  70,  72,  163,  165. 
Hayem's  solution,  281. 
Head,  weight  of,  in  acromegalia,  235. 
Health,  calory  requirement  in,  35. 

consumption  of  food  in,  4. 

energy-value  of  food  in,  45. 
Health  resorts,  advantages  of,  339. 

of  Europe,  343. 
Heart  and  vascular  system  in  gout,  141. 
Heart,  defective  development  of,  329,  331. 

dilatation  of,  158. 
in  chlorosis,  322. 

failure  of,  75. 

fatty,  152,  174. 

fatty  degeneration  of,  from  phosphorus 
poisoning,  585. 

hypertrophy  of,  121.  , 

hypoplasia  of,  329. 

weakness  of,  in  obesity,  176. 
Heart  muscle,  degeneration  of,  330. 

disease  of,  75. 
Heart,  hypoplasia  of,  329. 
Heat,  independent  sources  of,  2. 

loss  of,  in  metabolism,  25. 

pnxluction  of,  in  metabolism,  36. 
Heat  and  cold  in  metabolism  of  the  sick,  25. 
Heat  ec|uivalent8,  44. 
Hcbeloma  poisoning,  600. 
Heberden's  nodes,  247,  248. 
Helminthiasis,  504,  522. 

diHtre.ssing  syniptonis  of,  524. 

prognosis  of,  550. 
Henmtobhists,  345. 
Honiatogcn,  312. 
Henmtokrit,  287. 
Hcmiitology,  'M)A,  354. 
Heniatornata.  491. 

diffuse,  4.S7. 
Homatopoictic  apparatus  of  chlorotics,  329. 
Hcniatopoiotic  function.  4.'io. 
Hematopoietic  or^jans,  341. 

affection  of,  'M)n. 
Hematopoietic  tissues,  3()3. 
Hematuria,  angioneurotic.  449. 

caused  by  parasitic  dis<»ase,  513. 

essential.  44S,  449. 

jjouty.  4.')!. 

lieniophilic.  449. 

idiopathic  renal,  444. 


Hematuria,  in  leukemia,  353. 

in  pregnancy,  450. 

unilateral,  446,  447. 
Hemeralopia,  419. 

transmission  of,  419. 
Hemoalkalimetric  test  of  alkalinity  of  the 

blood,  399. 
Hemocytometer,  282. 
Hemoglobin,  277. 

absorption  spectra  of,  288. 

consumption  of,  305. 

formation  of,  305. 

percentage  of,  in  anemia,  306,  312. 
in  purpuric  blood,  495. 

reduction  of,  288,  305,  306,  326,  327,  349. 
in  chlorosis,  325,  333. 

remedies  containing,  342. 
Hemoglobin  scale,  277. 
Hemoglobinemia,  288. 
Hemoglobinometer,  277,  325. 
Hemometer,  277,  279. 
Hemophilia,  413,  445,  446. 

amount  of  blood  loss  in,  426. 

autopsy  findings  in,  430,  433. 

appearance  of,  after  trauma,  429. 

blood  examination  in,  423,  424. 

blood-vessels  unniptured  in,  431. 

causes  of,  unknown.  430. 

congenital,  421,  428,  429. 

course  of,  434. 

development  of,  by  intermarriage,  421. 

diagnosis  of,  440. 

discovery  of,  at  operations,  434. 

geographical  distribution  of,  422. 

hereditary-,  414,  415,  416,  417. 

human,  429. 

identity  of.  with  scurvy,  427. 

joints  in,  432,  439,  455. 

local,  448. 

origin  of,  425. 

prognosis  of.  451. 

prophylaxis  of,  452,  455. 

renal.  442. 

revealed  by  accident,  434. 

seat  of  heinorrhage  in,  435. 

stages  of,   4.'iS. 

statistics  of.  415. 

syni})toniatology  of,  434. 

three  forms  of.  440. 

transmission  of,  in  families  by  /emales, 
414-117. 

treatment  of,  452,  453. 
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Hemophilia  as  mdei)endeiit  disease,  427. 

Heterogeny,  545.                                             ^^^M 

as  toxic  iJifectioTL^  disease,  427,  428. 

Hexathyridium,  514.                                        ^^^| 

Hemophiliacs,  capnrioiis  appetite  of,  428. 

^' Hexenschns^,"  139.                                       ^^^| 

care  of,  in  childhood,  453. 

Hexose,  oxidation  of,  265.                                ^^^| 

choice  of  occupation  for,  453. 

Hippoi^ratas,  description  of  peliosia  by,  473.    ^^^B 

diet  of,  453. 

treatment  of  obesity  by,  152.                        ^^^B 

early  death  of,  430,  4M. 

Hii^chfeld  on  antifat  curei»,  56.                        ^^^M 

lonpcevity  of,  416, 

Hirschfeld's  diet  rules,  174.                            ^^H 

remarkable  blood  finding  in,  425. 

Hinidiites,  565.                                                 ^^H 

Hemophologmph,  27'.),  280. 

Hi^too^  of  gout,  126.                                       ^^^1 

Hemoptysis  in  efhinoeoccus  disease,  537. 

of  scnirvy,  388.                                              ^^^| 

Hemorrhage,  arrest  of,  454. 

Hodgkin's  disease,  370.                                     ^^^| 

arthritic,  435,  44L 

clinical  picture  of,  372.                                  ^^^^ 

conjunctival,  429. 

c on  rse ,  du  ration ,  and  outcome  of,  378,         ^^^H 

control  of,  by  zymo-plasma,  424. 

diaj^nosis  of,  375.                                             ^^^^H 

cntaneous,  409,  460,  471,  476. 

hereditar\^  predispasition  to,  377.              ^^^^ 

difficult  control  of,  437. 

local  sytni>toins  of,  372.                                 ^^^H 

embohc,  477. 

therapy  of,  378,                                             ^^H 

esijeiitial  renal,  445,  447, 

Hoppe-8cylcr-Tigerstedt  apparatus,  8.            ^^^H 

gastric,  451. 

Host,  parasitic,  antoin  feet  ion  of,  551.                      ^M 

internal,  33G,  494. 

Hot-air  bath,  influence  in  metabolism,  25.           H 

interstitial,  435,  43<3,  437. 

Ho\iHe'Hy,  lis  disseminator  of  parasite*,  503.    ^^H 

leopard  appearance  of  skin  caused  by, 

Hunger  cure,  16 1,175,                                        ^^^t 

4m. 

Hurry  of  li fe,  a  cause  of  chlorosis,  333.              ^^^H 

multiple  capillary,  465. 

Hydatid  echinococcus,  528.                              ^^^H 

occurrence  of,  after  extraction  of  teeth, 

rest j nance,  533.                                                ^^^H 

452,  454. 

thrill,  532,  540.                                                     ■ 

in  hemophilia,  423. 

Hydrochloric  iicid,  action  on  pentose,  265,    ^^H 

in  progressive,  pernicious  anemia,  314. 

Hydrogen,  arwcninretcd,  poisoning  by,  587.    ^^H 

in  scnirvy,  399,  401,  404,  409. 

snlphureted,  jioisouing  by,  586.                     ^^H 

without  external  cause,  436. 

Hydronephrosis,  541.                                                   ^ 

prodromes  of,  435. 

Hydrops  tuberculosis  fibrinosus,  430. 

pulmonary,  451.  404. 

Hydr«jthempy  hi  dialx^tes,  122. 

renal,  444,  447,  4.W,  45L 

in  ol>e.Hity,  175,  176. 

retinal.  :i08,  314,  478,  4SK,  494. 

modern,  310. 

spontaneous,  414,  429,  430,  436. 

Hygiene,  errorii  in,  .306. 

superficial,  435,  436. 

general,  3;^!. 

toxic,  429. 

ignorance  of  principles  of,  343 

traumatic,  414,  429.  4315,  437. 

lack  of,  among  earth  workers,  562. 

treatment  of,  497. 

iLS  cause  of  chlorosis,  333. 

Hemorrhages,    local,    upon    a    hemophilic 

oljsenance  of,  in  Hodgkin's  diseiL««,  ;^80. 

basis,  442. 

Hymenolepis    (drepanitota>nia)    lanceolata, 

striH'-like,  472. 

Bloi-h,  519. 

Hemorrliagic  diathesis,  388,  477. 

Hyperacidity  of  stomach,  47. 

of  leukcmica,  353,  a55. 

Hj^reompensation,  88. 

of  the  newlx)m,  461. 

Hyperemia,  258. 

He  m  owidiii  m-u  rate ,   127. 

H^perglobulia,  283. 

Hemosporidia,  506. 

Hy|x*rglycei¥iia,  diabetic,  78,  86. 

Henoch's  r)urpura,  462,  479,  481 »  482,  495. 

I   Hyi>crglycosuria,  78. 

Hereditary  transmission  of  disease,  415, 416, 

Hy(>erhidrosis,  251. 

417. 

Hyi^erlenktx-ytosis,  302.  308. 

Herp^tiame,  252,  255. 

Hyperautrition.    Sec  Ovcr-autritioii, 
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Hyperplasia,  acromegalic^  240. 

altruistic,  241. 
Hypertrophy  of  soft  parts  in  acromegalia, 

237. 
Hypnosis,  as  cause  of  hysterical  polyuria, 

118. 
Hypnotism,  questionable  use  of,  122. 
Hypochondria  verminosa,  524. 
Hypoderma  bovis,  573. 
Hypodermoclysis,  saline,  497. 
Hypoleukocytosis,  302. 
Hyponutrition.    See  Under-nutrition. 
Hypophysis,  adenomata  of,  240. 

disease  of,  195. 

hypertrophy  of,  195. 

tumor  of,  232,  233,  235. 
Hypoplasia,  inactivity,  331. 
Hypoplasia  of  heart  and  vascular  system, 

329. 
Hysteria,  association  of,  with  diabetes,  117. 

combination  of,  with  chlorosis,  338. 

origin  of,  335. 

polyuria  in,  116,  118. 

stigmata  of,  117,  119. 

Sydenham's  views  of,  340. 

symptom-complex  of,  336. 


Ileus,  causes  of,  370. 

Immermann-Oertel  theory  of    hemophilia, 

427,  4.'^. 
Inactivity  of  intestines,  intervals  of,  9. 
Inanition,  148. 

producing  fever,  30. 
Infarcts,  hemorrhagic,  401. 
Infection,  conveyance  of,  by  food,  509. 
by  mice,  571. 
by  \vater-cros.s,  509. 
throuj^h  wounds,  478. 
leukemia  caused  by,  356. 
morbus   niaculosus  caused  by,  459,  460, 
Mil. 
Inflammation,  pulmonary,  339. 
Influenza,  a  cause  of  pout,  127. 
combined  with  scurvy,  'V.H). 
occurrence  of,  in  chlorotics,  339. 
Infusoria,  niH). 

Ingest  a  and  excreta  compamd,  6. 
Innervation  apparatus,  205. 
Inosit*»,  112. 


Insane,  muscular  action  in  the,  44. 
Insects,  parasitic,  571. 

parasites  propagated  by,  503. 

sting  of,  575. 
Insomnia,  324. 

in  trichinosis,  558. 
Inspiratory  furrow  in  liver,  540. 
Intermarriage,  debilitation  by,  253. 

influence  of,  among  hemophiliacs,  415, 
421. 

of  relatives  favoring  disease,  452. 
Internal  secretion,  absence  of,  199. 
Intervertebral  ganglia,  disease  of,  216. 
Intestines,     abnormal    decomposition    in, 
335. 

activity  of,  323. 

autointoxication  from,  335. 

paresis  of,  219. 

leukemic  infiltration  of,  351. 
Intestinal  canal,   assimilation  of  food  in, 

45. 
Intima,  fatty  degeneration  of,  431. 
Intoxication,  acid,  399,  581. 
Inunctions,  splenic,  386. 
lodin,  ingestion  of,  42. 

poisoning  by,  584. 

use  of,  in  therapy  of  Hodgkin's  disease, 
379. 
in  therapy  of  leukemia,  368. 
lodothyrin,  189. 
Iridocyclitis,  252. 
Iritis,  252. 
Iron,  food  rich  in,  309. 

inorfianie,  341. 

use  of,  in  anemia,  309. 
in  gout,  149. 

in  morbus  maculosus,  497. 
Iron  chlorid,  action  of,  on  adrenals,  209. 

in  hemophilia,  453. 
Iron  springs  of  Europe,  343. 

of  (Jermany.  342,  343. 
Iron  therapy  in  chlorosis,  340,  341. 
Ischiapra,  125. 
Lsodynamic   action   of   carbohydrates   and 

fats,  51. 
Isodynamics,  law  of,  5. 
Is^)lation  in  treatment  of  diabetes,  124. 
Israel's  case  of  acromegalia,  240. 
Itch,  eruption  with,  5()5. 
Itching  dis<*ase,  590. 
Itching:,  in  scabies,  567. 
Ixoiles  ricinus  Iauu6,  566. 
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J 

Kyphoses  of  aen>mogalia,  235.                               ^M 

of  shoulder  and  hip,  246*                                  ^H 

Jaundice  in  pho^piionis  poisomng,  5S5. 

m^M 

Jaw,  hy|>f*rpliiHia   of,  in   aeroruL^galia,  235 , 
periosteum  of,  in  tK'Un  j%  403. 

■ 

I^arabinoac,  264.                                              ^^^| 

Jeeoriti,  20t>. 

I^xyloH^i,  264.                                                    ^^H 

Joint,  hemophilic.  432,  439,  455, 

Lact^ise,  78.                                                      ^^M 

Joint,  of  km«e^  puncture  of,  455. 

L^ictosuria,  77.                                                   ^^^H 

Joints*  affection  of,  scconLiar>%  478. 

Lancereaux's  viewss  of  rheumatism,  252.         ^^^H 

dis«!ase  of,  types  of,  214. 

Liirrey,  oliservations  of*  on  obesity,  151.        ^^^| 

effusions  of,  in  scurvy,  399, 

Larj  nx,  echinococeus  of,  536.                          ^^^| 

hemorrhages  into,  429. 

gout  in,  142.                                                    ^^^1 

iti  rheumatism,  244. 

Lavoisier's  study  of  chcinieal  processes,  2.       ^^^B 

inflammation  of,  125. 

Law  of  the  eonsi'rvattnn  of  cnerg\%  2,  53.        ^^^B 

puneturt*  of,  45*3. 

of  the  dtvclo{>tnerit  r^f  the  surface,  5.           ^^^B 

stiffness  of,  247, 

of  the  periiiutiition  of  forces,  2.                   ^^^| 

ewellings  of,  in  purpura.  471. 

lA?ud  acetate,  in  diabetes,  123.                         ^^^H 

symptoms  of,  in  gout,  132,  136. 

Lead  colic,  5S7.                                                     ^^H 

tuberculosis  of,  258, 

Load  line,  .^8,  590.                                             ^^M 

Lead  poisoning,  131,  5H7,                                 ^^^^ 

Lecithin  in  sidrcnals,  2(X).                                    ^^^^| 

K 

Lemon  cure,  of  gout,  148.                                 ^^^^| 

of  hemophilia,  453.                                         ^^^| 

Kathcrine  of  Arragon's  salad.  398. 

Leontiasis  ossea,  236.                                      ^^^| 

Keratitis  from  scabies,  567. 

Leprosy,  571.                                                     ^^^B 

Kidney,  amyloid,  simulating  diabetes,  121. 

Lepttis  autumnalis,  Shaw,  565.                             V 

circulation  of,  123. 

Leucin.  209.                                                                 ^ 

eoceidiosis  of,  506. 

L<^ukaneniia,  357,  362. 

contracted,  altere<l  fuaction  of  kidney  in, 

Leukemia,  345. 

112. 

acute,  cutaneous  hemorrhages  in,  485. 

differentiat^Ki  from  diabct^,  121. 

autopsy  reports  of,  :t59. 

echinococcus  of,  54  L 

blood-ehanges  in,  348. 

floating,  450. 

blood  examinations  in,  358,  360. 

functional  <listvirbance  of,  128. 

causes  of,  357. 

genuine  contracted,  142. 

dittgnoaia  of.  349.  364,  366, 

increiiseil  excretion  of  water  by,  111. 

fatAl  course  of,  367. 

ini^tifficicncy  of,  132. 

fever  in.  ;t52. 

necrosis  of,  in  gout,  142. 

leukocyte?,  :3,50,  3.54,  .^55. 

neoplasm  of,  450. 

local  treatment  rd,  3<58. 

normab  hemorrhage  frfjm,  446,  447. 

lymphatic.  303,  3.W.  ,351.  354,  3G2. 

parenchymatous  iidtannnation  of,  330. 

myelogenous.  302.  350,  354,  356. 

Kisch's  cure  for  obesity,  177. 

parasites  found  in,  3.56. 

Knee,  gouty  attack  in,  135. 

pathogenesis  of.  3433. 

stiff,  from  gout,  128. 

prognosis  of,  367. 

Koch's  the<ir>'  of  hemophilia,  428. 

pniportions  of  bli>o<bcorpuseles  in,  366. 

Kolb*B  vieWH  of  puri>ura,  4S9. 

specific  (KiiHon  as  cause  of,  356. 

Kijnig's  views  of  hemophilia,  438, 

Bplenic-mcdullar>',  354. 

Koppp's  method  of  hUmd  examination,  287. 

symptoms  of,  348, 

Kreatinin   112. 

tnie,  378. 

Kribbelkrankheit.  599. 

treatment  of,  367. 

Knig's  experimetitfl  in  feeding,  15,  17. 

varieties  of,  349. 
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LeukcKytes,  basophilic,  347. 

condition  of,  in  chlorotic  blood,  326. 

large  mononuclear,  297. 

mononuclear,  346,  356. 

morphology  of,  349. 

neutrophilic  polynuclear,  346. 

normal  proportion  of,  349. 

polynuclear  neutrophilic,  297. 

reduction  of,  312. 
Leukocytosis,  301,  302,  303,  344,  347. 

Addison's  disease  accompanied  by,  204. 

phenomenon  of,  303. 

post  hemorrhagic,  328. 

trichinosis  accompanied  by,  557. 

varieties  of,  364. 
Leukopenia,  302,  385. 
Leukorrhea  from  parasites,  551. 
Levulose,  109. 
Levulosuria,  77,  262. 
Letzerich's  views  of  purpura,  460. 
Leydenia  gemmipara  Schaudinn,  506. 
Lice,  of  body,  clothes,  and  head,  501,  571, 

572. 
Life  insurance  and  obesity,  157,  160. 
Life  insurance  and  pentosuria,  271. 
Life,  mode  of,  as  cause  of  disease,  333. 
favoring  chlorosis,  339. 
unhygienic,  332. 

process  of,  a  mystery,  49. 
Ligamenta  lata,  echinococcus  in,  543. 
Lind's  description  of  scurvy,  391. 
Linguatula,  570. 

Lip,  hemorrhagic  prominence  of,  483. 
Lipoma  arborcsoena,  249. 
Lipomatosis  cordis,  152. 

univorsttlis,  152,  154. 
Liver,  abscess  of,  540. 

alcoholic,  383. 

cirrhosis  of,  43,  382. 

coa^ilation  necrosis  of,  489. 

condition  of,  in  splenic  pseudo-leukemia, 
•XS'2. 

echinocooriis  of,  530,  531,  534. 

enlarKcnient  of,  351. 

functional  distiirhanre  of,  140. 
Liver,  as  food,  forbidden  in  diabetes,  99. 
Liver-fluke,  508. 

in  various  })arts  of  body,  510. 
Living  cell  substance,  41. 
Lithia,  salts  of,  257. 
Lithium  in  K^ut,  148. 
Lowit's  researches  in  leukemia,  356. 


Longevity  of  the  obese,  157. 
Lumbago  in  gout,  146. 
Luxury  consumption,  10,  53. 
Lungs,  echinococcus  of,  537. 

hemorrhagic  edema  in,  401. 

hypostatic  congestion  of,  401. 
Liithje's  experiments,  16. 
Lymph-formation,  anomalies  of,  335. 
Lymph-glands,  adhesion  of,  376. 

enlargement  of,  351,  370. 

internal,  enlargement  of,  372. 

lymphocyte  production  in   348. 

rupture  of,  376. 
Lymph-vessels,  echinococcus  of.  539. 
Lymphadenoid  proliferations,  375. 
Lymphadenoma,  339. 
Lymphangitis,  143. 
Lymphatic  trunks,  displaced,  373. 
Lymphemia,  acute,  355. 
Lymphocytes,  293,  296,  302,  346,  382. 

increase  of,  361. 
Lymphocythemia,  382. 
Lymphocytosis,  365,  366. 
Lymphomata,  384. 

leukemic,  375. 
Lymphomatosis,  372. 
Lympho-sarcomatosis,  375,  377. 
Lye,  poisoning  by,  582. 


M 

Macrocytes,  299. 

Macroglossia  in  acromegalia,  236. 
Maggots.     See  Fly-larv^a\ 
Magnus- Le\^,  experiments  of,  23. 

researches  of,  in  metabolism,  34. 
Maintenance  of  life,  law  of,  5. 

on  low  nutrition,  53. 
Mai  de  sol,  599. 
Malaria,  blood  examination  in,  291. 

enlarged  spleen  in,  384. 

melanotic  discoloration  from,  383. 
Males,  hemophilia  in,  415. 
Malnutrition,  IGl. 
Malperforant,  85. 
Maltose,  2()2. 
Maltosuria,  271. 
Manpe  of  animals,  567. 
Marasnnis  in  cocainism,  597. 
Marriage,  of  chlorotic  girls,  338. 

of  hemophiliacs,  452. 
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Mas3aj2;e^  66. 

Metalx>liism,  hereditary  weakness  of,  82                 H 

in  chlorosis,  340,  341, 

increajsed,  192.                                                       ^M 

of  spleen,  386. 

intermedia r>\  53.                                              ^^^M 

Maat-ceUs,  298,  347,  3^5, 

Kmg^s  experiments  in,  01.                            ^^^H 

Meals,  daily  number  of,  17  L 

limited  lalmr  of,  in  diabetes,  96.                    ^^^H 

Mt!at,  eornpulsor}^  iiLspeetion  of,  533* 

modem  laws  of,  4.                                           ^^^H 

decomposed,  poisoning  from,  601. 

pervTrsioa  of,  32.                                             ^^^H 

freah,  a  preventive  of  scun^,  395. 

proportion  of,  to  body  surface,  5.                ^^^B 

kind  and  amount  of,  in  diet  of  diaWtieSj 

quantitative  analysis  of  disturbances  of,           ^M 

99,  108. 

^^M 

of  poisonous  animals,  601. 

quantitative  estimation  of,  8.                       ^^^| 

prevention  of  infection  by,  525,  554. 

ratio  of,  in  rest,  5.                                            ^^^H 

salt,  as  cause  of  eciirvy,  397,  398,  41 L 

researches:  in,  of  Bischoff,  56.                        ^^^H 

value  ofp  in  diet,  74. 

of  Jaquet,  :i5.                                                 ^^H 

Mediastinum,  echinococcus  of,  538. 

of  Liithje,  40,  41,  56.                                   ^^M 

Medical  Congress,  Paris,  1900,  126,  127. 

of  Uubner,  M,                                               ^^M 

Medication  in  anemia,  309, 

of  Sonden,  36,  37.                                        ^^H 

Medicine,  Interim  I,  Congress  of,  56. 

of  Tiger^tedt,  3(5,  37.                                  ^^H 

MeduUin,  197. 

respiratory,  4,  25.                                              ^^^H 

Megalol)hists,  300,  31 L 

slowing  of,  26,  31.                                              ^^^| 

in  anemia,  31 L 

stimubticm  of,  343.                                           ^^^| 

Megaloeytes,  299,  300. 

sugar,  267.                                                          ^^^H 

Melanotic  discoloration,  383. 

total  energy  of,  22,                                           ^^^H 

Memor>%  faibin-  of,  in  anemia,  314, 

toxic  products  of,  207.                                      ^^^| 

Men,  chloronia  in,  329,  330. 

MetachromiuHia,  298,                                             ^^^H 

development  of  fat  in,  159. 

Metidlic  salts,  poisoning  by,  587.                        ^^^B 

Menin^it  is5,  tubercular,  in  Addison's  disease, 

Metalloiils,  pt»isoning  by,  582,  583.                         V 

^25. 

Metals,  alkaline,  poisoning  by^  582,                          ^ 

Meningocele  congenita,  428. 

Mctamorphotiis,  direct,  545. 

Menoimuse^  hematuria  accompanying,  450. 

Methernogiobin,  2S7. 

oliesity,  as  cxiused  by,  155. 

Microbla^sts,  307. 

occurrence  of  rheumatism  diirmg,  245» 

Microcytes,  299,  326. 

use  of  oophorin  in,  155,  196,  197. 

Miescher's  tulx^s,  506. 

Menatmation,  abnonnalities  of,  333. 

Migraine  in  go«t,  143. 

condition  of,  in  chlorosis,  324. 

Milk,  condeiLsed  Swiss,  for  infants,  487. 

1                      in  hemophiliacs,  435. 

Pasteurization  of,  4K4i. 

disorders  of,  use  of  of3phorin  in,  197, 

value  of,  for  chlortvtics,  341. 

Mental  changes,  in  myxedema,  1S5. 

in  diet  of  dialjctics,  100,  108. 

Mentholglycun^nic  acid,  264. 

in  acid  toxicosis,  58 L 

Mercurv',  poisoning  by,  587,  589. 

Milk-sugar,  78,  262. 

Mesentery,  cchinococei  of,  542. 

Mineral  spring  cures,  148. 

Metabolism,    Caspari's    investigations    in. 

for  Hodgkin's  disease,  379. 

51. 

in  rheumatism,  2.>H. 

chemical  processer-  of,  4. 

Minute-kilo-values  in  metaboUsm,  34. 

condition  of.  in  children,  36, 

Mitchell,  8.  Weir,  on  treatment  of  neuraa- 

in  chlorosis,  323. 

tberiia  and  hysteria,  65. 

in  goiit^  42. 

Mode  of  life  as  cause  of  gout,  128. 

in  progressive  ]>i^niicioue  anemia,  313. 

Monkeys,  experimental  production  of  scurvy 

diagram  of,  35. 

hi,  394. 

distnrlmTK  c-  of,  in  myxedema,  185. 

Monoarthritis,  senile,  2*56. 

experiments  in,  of  Kayser,  21. 

MouotMKlium  urate,  127. 

from  dynamic  point  of  \new,  49. 

Monostomum  lentifl»  Nordmann,  514. 
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Morbus  maculosus  Werlhofii,  414,  425,  457. 

autointoxication  a  cause  of,  450. 

autopsy  report  of,  484. 

bacteriology  of,  489,  490. 

composition  of  blood  in,  494. 

confounding  of,  with  typhus,  482. 

cutaneous    hemorrhages    accompanying, 
464. 

diagnosis  of,  484. 

distinction  of,  from  scurvy,  458. 

etiology  of,  459,  477. 

febrile  phenomena  in,  494. 

frequency  of,  in  youth,  480. 

infectious,  459,  460,  461. 

intestinal  8)rmptoms  in,  492,  493. 

nervous  shock  a  cause  of,  468. 

occurrence  of,  after  fright,  462. 

pathological  anatomy  of,  487. 

predisposing  cause  of,  480. 

prognosis  of,  in  children,  481. 

prophylaxis  of,  496. 

relapses  of,  461. 

special   symptomatology  of,  481,  490. 

stages  of,  480. 

temperature  in,  472. 

treatment  of,  496. 
Morphin  habitu6s,  271. 
Morphin,  poisoning,  acute  and  chronic,  595. 
Morphinism,  271,  443. 
Motor  disturbances  in  chlorosis,  324. 
Mountain  climbing,  67,  72. 
MouHC  septicemia,  571. 
MucouH  gland,  tumor  of,  238. 
Mucous  membrane,  catarrh  of,  140. 

condition  of,  in  scurvy,  400. 
Mucous  mcmbmiie  of  mouth,  in  Addison's 

diseiuie,  201. 
Mucous   mcinbnme  of  respiratory  oi^gans, 

142. 
Murmurs,  anemic,  321. 

functional,  321. 

hemic,  321. 

nun's,  322. 

organic,  321. 

venous.  322. 
Mn.scid(\s  larva\  571. 
Mu.sclc,  accumulation  of,  55. 

incH'asi'  of,  iu . 
.Muscle  lameness,  sympathetic,  556. 
Muscles,  activity  of,  53. 

condition  of,  51. 

electric  contractility  of,  558. 


Muscles,  excision  of,  in  trichinosis,  559. 

free  movement  of,  331. 

loosening  of,  by  scurvy,  400. 

resemblance  of,  to  smoked  goose  breas* 
558. 

swelling  of,  in  trichinosis  557. 

work  h)rpertrophy  of,  57. 
Muscular  labor,  forced,  52. 
Muscular  power,  source  of,  15,  51. 
Muscular  tension,  effect  of,  44. 
Muscular  tonus,  30. 

Musculature,   increase    of,  in  acromegalif 
236. 

trichina;  in,  554. 
Mushroom  poisoning,  585,  600. 
Musseb,  poisoning  by,  600. 
Myelin,  209. 
Myelocytes,  300,  347. 

production  of,  360. 
Myiosis,  573. 

intestinalis,  574. 
Myopathy,  progressive,  195. 
Myositis,  acute  fibrous,  248. 
Myxedema,  30,  179,  188. 

abortive,  192. 

autopsy  reports  of,  186. 

etiology  of,  180. 

infantile,  187. 

pathology  of,  186. 

relapses  of,  193. 

sensations  of  cold  in,  185. 

substitution  therapy  in,  225. 

symptoms  of,  180. 

temperature  in,  185. 

therapy  of,  188. 

thyreoiodin  in,  189,  193,  195. 
"Myxoeddme  fruste,"  191,  192. 


N 

Nanscn  Exixidition,  al>sence  of  scurvy  in 

393,  111,  112. 
Njusal  cavity,  inflammation  of,  377. 
Natural- Healer,  GO. 
Nature-cure  institutions,  60. 
Nausea  caused  by  fat,  167. 
Neck.  echinoc(K*cus  in,  53.5. 

enlarged  glands  of,  371. 
Necrosis  of  jaw  in  scurvy,  403. 
Needle  baths,  257. 
Nemutoda,  511. 
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Nematodes,  perforation  of  ulcers  by,  549. 
Nephrectomy,  447. 

for  renal  hemophilia,  443. 
Nephritis,  142,  451. 
chronic,  337. 

differentiated  from  diabetes,  121. 
in  rheumatism,  252. 
interstitial,  498. 
metabolism  in,  41,  42. 
parenchymatous,  449. 

in  trichinosis,  558. 
unilateral,  445. 
Nephrolithiasis,  449. 

Nerve  areas  connected  with  adrenals,  222. 
Nerve  elements,  204. 
Nervines  in  diabetes,  93. 
Nervous  symptoms  in  Addison's  disease, 
200,211,218. 
in  chlorosis,  324. 
Nervous  system,  central,  255. 
disturbances  of,  313. 
in  anemia,  315. 
changes  in,  in  Addison's  disease,  215. 
condition  of,  in  acromegalia,  238. 

in  gout,  142. 
disease  of,  a  cause  of  Addison's  disease, 
213. 
simulating  adrenal  disease,  219. 
hereditary  affection  of,  426. 
Neuenahr,  treatment  at,  101. 
Neuralgia,  gouty,  143. 
intercostal,  324. 
local  pressure  jis  cause  of,  373. 
occurrence  of,  in  chlorosis,  324. 
Neurasthenia,  under-nutrition  resulting  in, 
60. 
value  of  fat  in,  55. 
Neurasthenic  conditions,  142. 
Neuritis,  in  gout,  143. 
Neuropathic  constitution,  115. 
Neuropathic  predisposition,  441. 
Neuroses,  combination  of,  with  corpulence, 
69. 
functional,  116. 
general,  142. 
Neurosis  of  vasomotors,  336. 
Neutral  dyes,  staining  in,  297. 
Neutrophiles,  355. 
Neutrophilic  leukocytosis,  365. 
Neutrose,  48. 

Newcastle-on-Tyne,  lead  poisoning  at,  131. 
Nicotin  poisoning,  acute  and  chronic,  595. 


Night-blindness,  etiology  of,  419. 
Nitro-benzol,  poisoning  by,  592. 
Nitrogen,  elimination  of,  12,  42,  43. 

estimations  of,  in  feces,  45. 

food  substances  free  from,  71. 

retention  of,  17. 
Nitrogen  accumulation,  19. 
Nitrogen-balance,  37. 
Nitrogen  equilibrium,  7,  20,  29. 
Nitrogen  excretion  in  the  urine,  11. 
Nodules,  caused  by  filarial,  548. 
Nodules,  gouty,  137,  138. 

lymphatic,  352. 
No-fat  cure,  163,  165. 
Noorden-Dapper  on  antifat  cures,  56. 
Normal  proportions  of  blood-corpuscles,  283, 

284. 
Normoblasts,  300,  307,  356. 

shower  of,  in    blood   after   hemorrhage, 
328. 
Normocytes,  299. 
Nose,  copper,  in  gout,  143. 

echinococcus  in,  535. 

expulsion  of  oxyuris  from,  551. 

parasitic  disease  of,  574. 
Nose  bleed,  426. 

Nostalgia  as  cause  of  chlorosis,  333. 
Nourishment  during  antifat  cures,  56. 
Nuclein,  atypical,  266. 

food  rich  in,  1.37. 

pancreatic,  267. 
Nucleinic  acid,  265,  267. 
Nucleins,  animal,  265. 
Nucleo-proteids,  266. 
Nursing,  in  morbus  maculosus,  496. 

of  chlorotics,  340. 
Nutrition,  condition  of,  54. 

conducing  to  chlorosis,  332. 

general  disturbance  of,  206. 

individual  standard  of,  55. 

laws  of,  4. 

in  carnivora,  4. 

medium  state  of,  55,  59. 

optimum  of,  66. 

processes  of,  50. 

rational  therapy  of,  1. 
Nutrition,  in  morbus  maculosus,  496. 

of  convalescents,  31. 

of  fever  patient-s,  31. 

of  the  sick,  35. 
Nutritive  preparations,  70. 
Nutrose,  70. 
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Nyctothenis  faba,  508. 
Nylander's  test,  262. 


O 
Obesity,  151. 
after  menopause,  155. 
after  pregnancy,  155. 
alcohol,  a  cause  of,  155. 
association  of,  with  gout  and  diabetes, 

154.' 
Banting  cure  of,  70,  72,  73,  74,  163,  164, 

165,  166,  173,  175. 
calory  requirement  in,  35. 
clinical  cases  of,  171. 
combination  of,  with  gout,  171. 
complications  of,  69,  156. 
composition  of  urine  in,  157. 
constitutional,  35. 
cure  of,  by  thyreoiodin,  194. 
dangers  of  rapid  reduction  of,  68. 
Debove's  treatment  of,  161. 
degrees  of,  68. 
diagnosis  of,  159. 
diet  in,  161. 

economy  of  food  material  in,  34. 
effect  of,  on  life  insurance,  158. 
effect  of  perspiration  in,  26. 
etiology  of,  62,  153. 
example  of,  151. 
fluids  unlimited  in,  75. 
functional,  156. 
gout,  as  caused  by,  130. 
Harvey's  cure  of,  70,  72,  163,  165. 
in  ancient  times,  151,  152. 
influence  of,  upon  feminine  fertility,  152. 

on  mental  powers,  159. 
metabolism  in,  34. 
muscular  exercise  in,  173. 
occurrence  of,  in  convalescence,  155. 
of  adolescents,  154. 
of  eunuchs,  154. 
of  people  of  Munich,  155. 
of  the  healthy.  08. 
over-nut  rit  ion  a  cause  of,  57. 
plethoric,  ()2,  177. 
predisposition  to,  153,  154. 
prognosis  in,  1.57. 
relation  of,  to  ^out,  144. 
slow  reduction  of,  170. 
stapes  of.  ITyo. 
thirst  in,  170. 


Obesity,  treatment  of,  160,  175,  176. 
by  depletion,  162. 

under-nutrition  in  cure  of,  59. 

value  of  exercise  in,  173. 

various  methods  of  cure  of,  70,  163. 

views  of  Ebstein  and  Oertel  on  reduction 
of,  56. 
Odor  of  scorbutic  fluid  and  tissue,  403,  405. 
Oertel  obesity  cure,  174,  175. 
Oertel's  views  of  hemophilia,  425. 
Oligaemia  vera,  330. 
Oligemia  combined  with  chlorosis,  338. 
Oligochromemia,  304,  326,  385. 
Oligocythemia,  185,  250,  325,  385. 
Oligoplasmia,  328. 
Omagra,  125. 

Omentum,  echinococcus  of,  543. 
Onychia  scorbutica,  405. 
Odphorin,  use  of,  during  the  menopause,  155, 
196,  197. 

for  menstrual  difficulties,  197. 
Open  air  exercise,  67. 
Ophthalmia,  metastatic,  459. 
Opium  poisoning,  acute  and  chronic,  595, 

596. 
Opium  smokers  of  China,  589. 
Opotherapy,  196. 
Oral  cavity,  amebffi  in,  505. 

bacilli  in,  378,  394,  395. 

echinococcus  in,  535. 

foul  odor  from,  403. 
Orbit,  echinococcus  of,  535. 
Orcin  test,  263,  272. 
Ord's  cases  of  myxedema,  179. 
Organic  diseases,  331. 
Organism,  process  of  life  in,  a  mystery,  49. 

waste  in,  12. 
Organotherapy,  189,  196,  224. 

employment  of,  since  antiquity,  196. 
in  acromegalia,  242. 
in  anemia,  319. 
in  leukemia,  3G8. 

practice  of,  in  China,  196. 

review  of.  197,  198. 
Organs,  hlood-forming,  310. 
Orthopedic  treatment,  259. 
Orthopnea,  352. 

Osteoarthropathy,  hypertrophic,  240. 
Osteomyelitis,  257. 
Ovarian  extract,  155,  196.  197. 
Ovarian  therapy,  155,  196,  197. 
Ovaries,  echinococcus  of,  543. 
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Over-nutrition,  54. 

accumulation  of  fat  in,  59. 

amount  of  food  necessary  for,  59. 

best  method  of,  70. 

combination  of,  with  hard  manual  labor, 
62. 
with  muscular  exercise,  58. 

consequences  of,  61. 

in  Basedow's  disease,  65. 

in  chronic  wasting  diseases,  63. 

in  diabetes,  64. 

in  exophthalmic  goiter,  64. 

in  functional  nervous  diseases,  65. 

in  pulmonary  tuberculosis,  63. 

in  syphilis,  63. 

indications  for,  62,  66. 

occurrence  of,  61. 

technic  of,  69. 
Oxalic  acid  toxicosis,  581. 
Oxidation,  changes  in,  in  disease,  43. 

deficient,  in  myxedema,  185. 

degree  of,  22. 
after  muscular  labor,  24. 
in  fever,  30. 

diminished,  34. 

increase  of,  by  hot  water  bath,  25. 

secondary,  91. 
Oxybutyric  acid  in  urine,  91. 
Oxygen,  consumption  of,  8. 

inhalations  of,  in  leukemia,  368. 

intake  of,  8. 

treatment  by,  497. 
Oxyuriasis,  diagnosis  of,  552. 

treatment  of,  552. 
Oxyuris  host,  551. 

vermicularis,  Linnd,  548,  550. 
Oysters,  poisoning  by,  600. 


Pain  in  Addison's  disease,  218. 

in  gout,  126. 
Palate,  gangrene  of,  479. 
Pallor,  general,  in  chlorosis,  336. 
Pulpitation,   cardiac,   322. 
Pancreas,  carcinoma  of,  46. 

condition  of,  in  acromegalia,  238. 

diseases  of,  as  cause  of  diabetes,  82,  84. 

echinococcus  of,  541. 

extirpation  of,  producing  diabetes,  81. 

relation  of,  to  glycosuria,  196. 


Pancreas  proteid,  266. 
Pancreatic  juice,  action  of,  46. 

occlusion  of,  46,  47. 
Panophthalmia,  535. 
Parablasts,  417,  418. 
Paracentesis,  43. 
Paralyses  in  the  obese,  69. 
Paralysis,  gouty,  143. 
Parasites,  anemia  caused  by,  309. 

animal,  distribution  of,  502. 
sexual  maturity  of,  502. 
varieties  of,  501. 

asexual  forms  of,  502. 

blood-sucking,  562. 

development  of,  502. 

intestinal,  39. 

health  not  injured  by,  521. 

occasional,  501,  575. 

permanent,  501. 

tenacity  of  life  of,  520. 

virulent  form  of,  574. 
Parasites  of  man,  499. 

ameba>,  505. 

balantidia,  508. 

cilia,  508. 

coccidia,  506. 

distoma,  509. 

flagella,  507. 

hehninthes,  508. 

infusoria,  507. 

megastoma  entericum,  507. 

plathelminthes,  508. 

protozoa,  505. 

rhizopoda,  505. 

trichomonades,  507. 

vorticelli,  508. 
Parasitic    disease,    blood    examination    in, 
275. 

prevention  of,  525. 

symptomatology  of,  503,  509. 
Parenchymatous  injections,  386. 
Parotid,  echinococcus  in,  535. 
Passive  exudation,  363. 
Pediculus  capitis,  de  Geer,  571. 
Peliosis  cachecticorum,  476. 

gonorrhoica,  479. 

rheumatica,  409,  469,  473,  474,  492. 
autopsy  findings  of,  488. 
Bamberger's  cases  of,  476. 
with  a  typical  course,  476. 
Schoenleinii,  457. 
Pellagra,  599. 
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Pelvis,  true,  echinococcus  of,  543. 
Pentastoma  constrictum,  v.  Siebold,  570. 

tsBnioides,  Rudolphi,  570. 
Pentose,  77,  262. 

combustion  of,  265. 

dextro-rotary,  272. 

in  animals,  266. 
Pentosuria,  77,  262. 

alimentaiy  and  chronic,  268. 

caused  by  cherries,  plums,  beer,  77. 

in  morphin  habitu^,  271. 

increase  of,  by  starches,  264. 

prognosis  of,  271. 

relation  of,  to  diabetes,  271. 

therapy  of,  271. 

tjrpical  cases  of,  269. 
Pentosuria  and  life  insurance,  272. 
Peptones,  calories  in,  13. 
Pericardium,  echinococcus  of,  539. 
Peripheral  joints,  gout  in,  136. 
Peripheral  nerves,  degeneration  of,  216. 
Peristalsis,  intestinal,  207. 
Peritonitis,  tubercular,  47. 
Perityphlitis,  examination  of  blood  in,  303. 
Pernicious  anemia,  39,  47,  305,  314,  382. 

metabolism  in,  33. 

parasites  as  cause  of,  504. 

presence  of  tape-worms  a  cause  of,  523. 

toxic  influence  inducing,  316. 
Perspiration,  insensible,  26,  113,  184. 
Perspiration,  sensible,  26. 
Pes  varus  congenitus,  428. 
PetcchiiL'  in  scurvy,  404. 
Pettonkofer  respiratory  apparatus,  154. 
Peycr's  patches,  in  purpura,  487. 
Pharmacodynamics,  197. 
Phenol  poisoning,  593. 
Phenylhydrazin  test,  262,  263,  264. 
Phenylosazone,  265. 
Phlognions  of  gout,  134. 
Phloridzin  poi.soning,  83. 
Phlorojxiucin  test,  2()3,  205. 
Phosphorus  in  (icjecta,  chemical  proof  of, 

r>s.-). 

Phosphonis,  retention  of,  18. 
Phosplionis  poisoning,  581. 

chronie,  oHfi. 
Photography  in  case  of  arromogalios,  231. 
Phthiriiis  iTijr^iinalis,  Hedi,  572. 
l*hy>.'iloptera  caneiisira  n.  spr.,  .564. 
Physical  exertion,  influence  of,  on  metalxH 
lisrn,  24. 


Physical  remedies,  257. 

Picric  acid  poisoning,  593. 

Pierre  Marie's  study  of  acromegalia,  229. 

Pigment  in  blood,  292. 

Pigment,  pathologic  deposition  of,  213. 

Pigmentation  of  skin,  200. 

Pilocarpin,  in  diabetes,  123. 

Pimelosis,  152. 

Piperazin  in  gout,  148. 

Piperin  in  pseudo-leukemia,  380. 

Pituitary  body,  195. 

in  acromegalia,  238. 
Placental  area,  diphtheria  of,  478. 
Plagiomonas  urinaria,  507. 
Plasma,  accumulation  of,  in  blood,  335. 
Plasmon,  48,  70. 
Plaster    of    Paris,    for    hemophilic    joints 

456. 
Playfair-Mitchell  treatment  of  neurasthenia 

58,  65. 
Plerocercoides,  520. 
Plethora,  341. 

hemorrhage  as  caused  by,  437. 

hydremic,  425. 

serosa,  121. 

vera  seu  sanguinea,  156. 
Pleura,  ecchymoses  upon,  557. 

echinococcus  of,  536. 

inflammation  of,  373. 
Pleural  effusions,  373. 
Plica  polonica,  571. 
Pliny  on  corpulence,  163. 
Pliny's  rules  for  obt^ity,  152. 
Pneumonia,  central,  291. 

followed  by  purpura,  482. 
Poisoning,  acid,  579,  581. 

agaricus  niuscarius,  600. 

alkaloid,  594. 

anilin,  592. 

animal,  598. 

antipyrin,  594. 

ami  ran,  598. 

arsenical,  580. 

atropin,  597. 

balsam  of  copaiba,  594. 

barium ,  5X3. 

bromin,  584 

camphor.  591. 

carbolic  aeid.  593. 

carbonic  oxid.  590. 

chloral  hydrate,  584. 

chloroform,  584. 
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Poisoning,  cocain,  597. 

comutin,  598. 

digitalis,  597. 

endogenous,  579. 

ergot,  598. 

ethyl  alcohol,  591. 

exogenous,  579. 

fish,  600. 

gas,  590. 

iodin,  584. 

lead,  587. 

meat,  GOO. 

mercurial,  587,  589. 

raorphin,  595,  596. 

mushroom,  585,  600. 

mussel,  600. 

nicotin,  595. 

nitro-benzol,  592. 

opium,  595,  596. 

oxalic  acid,  581. 

oyster,  6(K). 

phenol,  593. 

phloridzin,  79. 

phosphorus,  584. 

picric  acid,  593. 

prussic  acid,  582. 

salicylic  acid,  593. 

sulphonal,  591,  592. 

sulphur,  58(). 

tetronal,  591,  592. 

toad-stool,  599. 

trional,  591,  592. 

voffctahlc,  50S. 
Poi.sonin<:c  rausod  by  alkalies,  582. 

by  antineuralgic^  and  antipyretics,  592. 

by  arseniureted  hydn)gen,  587. 

by  cafTein  and  thein,  595. 

by  chlorin  combinations,  583. 

})y  lye,  582. 

by  metallic  salts,  587. 

by  metalloids,  582,  583. 

by  potassium  chlorate,  583. 
Pocket  spectrosco[)e,  287. 
Podaj!:ra,  125,  140. 
Poikilocytosis,  299,  306,  312,  326. 
Polyuria,  111. 

after  trauma,  116. 

hysterical,  116,  118. 

permanent,  115,  119. 

pure  primar>%  117,  118. 

transitory,  115. 

underlying  cause  of,  122. 
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Polyarthritis,  chronic,  253. 

primary  chronic  progressive,  246. 

sicca,  250. 

villosa,  244. 
Polychromatophilia,  326. 
Polychromatophilic  degeneration,  299,  307, 

312. 
Polycythemia,  185. 
Polydipsia,  111. 
Polynuclear  leukocytosis,  365. 
Polypionia  infantum,  154. 
Polyplasmia,  328. 
Polysarcia,  155. 

adiposa,  152. 
Pork,  containing  trichina,  553. 
Portal  vein,  disease  of,  383. 
Potassium,  deficiency  of,  causing  scurvy, 
399. 

acid  vegetable,  as  preventive  of  scurvy, 
410. 
Potassium  bromid,  in  diabetes,  122. 
Potassium  carbonate,  in  potatoes,  398. 
Potassium  chlorate,  583. 
Potassium  soap,  379,  380. 
Potatoes,  as  preventive  of  scurvy,  397,  398. 
Predisposition  to  diabetes,  80,  94. 

to  gout,  126,  139. 

to  hemophilia,  414. 

to  scurvy,  390,  396. 
Pregnancy,  diabetes  insipidus  occurring  in, 
120. 

hematuria  in,  450. 

hemorrhages  of,  454. 

lactosuria  in,  79. 

psychical  influences  during,  421. 
Priapism  in  leukemia,  352. 
Pribram's    statistics   of   rheumatism,    243, 

244. 
Priessnitz  pack,  258. 

Progressive   pernicious   anemia,   305,   310, 
359,  563. 

cardiac  symptoms  of,  313. 

course  of,  317. 

distinction  of,  from  various  diseases,  318. 

fatality  of,  317. 

prognosis  of,  317. 

symptoms  of,  311,  313. 
Prophylaxis  in  diabetes,  93. 

in  hemophilia,  452. 
Prostate  gland,  echinococci  of,  542. 
Proteid  metabolism,  11,  39. 
Proteid  requirement  for  the  sick,  37. 
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Pmtei'iif,  ulpjiiiiy  of,  2. 

Proie'ubt  \t%  mi;tii(x>lwni,  .')0, 

ProUiin  Mii^MtariccM,  3, 

IVoUiploMfn,  faulty  cornfxwitian  of,  131. 

f^nrioral  fliHr«aitf;N  of,  l«f9,  154,  157. 

f^rttnular,  <i44(. 

pHNlijctiori  of,  4(). 
Protozoa,  5()5. 
PniriKo,  5(W. 

PniritiM  from  oxyiiri«,  551. 
Pnimia,  cattle  diMcaHe  in,  533. 
Prumic  acid,  582. 
pHOUflo-lcukcmia,  303,  370. 

cfiriical  picture  of,  377. 

IcffioriH  of,  371. 

cx!ciirnjn(!0  of,  in  children,  385. 

treatment  of,  .'^5. 
PHeiidr>-leiikemia  lienalis,  371. 

lymphatica,  371. 

lymphatico-lienaliH,  371. 
pMOudoparaHitefl,  501. 
pHoriaHiH,  143,  253. 

lingiiii),  140. 
pHychic    fiincticms    in    dial^etes    insipidus, 

114. 
PHychical  anomalies  in  chlorosis,  324. 

in  diat)etcN  insipidus,  117. 
Psychical  catisos  of  chlorosis,  3.32. 
Psychi<?al  influences,  symptoms  of,  304. 
Psychosis,  acute,  591. 
Ptomain  iM)isoning,  a  cause  of  scurvy,  393, 

394. 
Pul)erty,  chloroHJM  api)earinK  at,  330. 
Ptilmonary  artery,  murmur  over,  in  chlor- 
osis, 3'Jl. 
Ptilse,  in  anemia,  321. 
Puls(»,  tension  chanKOs  in,  121. 
Purpura,  changes  in  the  hhwHl  causing,  463. 

changes  in  vcss<»ls  causing,  4r)3. 

chilling  of  Ixxly  a  cause  of,  4()S. 

clinical  pictun*  of,  lt>9. 

distinction  of,  from  various  discjises,  458. 

cx|)crinHMit:il  production  of,  401,  402. 

Henoch's,  UV2,  479,  ISl,  4S2. 

idiopathic,  4S9. 

miMest  forn\s  of,  171. 

n^hipsini:,  MiS,  471,  492. 

nMn:irk:il)le  case  of.  4S:^,  4S4. 

spontaneous  a!\d  primary,  407. 

siHMvssive  attacks  of,  492. 

toxic  forms  of,  4.'»9. 

varieties  of,  457,  409. 


Purpum,  varieties  of,  abdominalis,  469, 479. 

caeheeticorum,  465. 

dyspeptics,  469. 

fulminaiis,  467,  481. 

gonorrfaoica,  469,  4S2. 

hemorrhagica,  457,  469,  471,  472. 

intestinalis,  471,  492, 

rheumatica,  457, 465, 469, 471, 473, 492. 

scorbutica,  471. 

simplex,  457,  467,  469. 

urticans,  457,  473. 
Pyelitis,  simulating  diabetes,  121. 
Pyemia  from  echinococcus,  532. 
Pyrocatechin,  209. 


Quinin  in  leukemia,  368. 
in  pseudo-leukemia,  385. 


Rachisagra,  125. 
Rachitis,  459,  467,  485. 

treatment  of,  by  thyreoid  gland,  195. 
Radioscopy,  191. 
Rags,  parasites  in,  565. 
Rail-brace  apparatus,  456. 
Rainey's  tul)e8,  506. 
Rape,  attempted,  causing  morbus  maeu- 

losus,  409. 
Rats  as  source  of  trichina  infection,  553. 
Rectum,  itching  of,  551. 

polypus  of,  513. 
Refrigeration  as  cause  of  purpura,  468. 
R^^gime,  antinervous,  340. 
Relapsing  fever,  spirilli  of,  291. 
Renal  diseases,  associated  with  obesity,  69. 
Renal  echinococcus,  533. 
Renal  epithelium,  449. 
Renal  gout,  primary,  132. 
Renal  hematuria,  essential,  445. 
Renal  hemophilia,  442. 

cases  of,  443. 

heR»(litar\',  451. 
Renal   hemorrhage,   hemophilic,  treatment 
of,  444. 

congestive,  4.')0. 

forms  of,  447. 
Renal  inflanunation  combined  with  gout. 
137. 
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Renal  irritation  from  acid  toxicosis,  580. 
Resorts  for  treatment  of  diabetes,  101. 

of  gout,  148. 
Respiration,  difficult,  in  Hodgkin's  disease, 

373. 
Respiration  rate,  acceleration  of,  323. 
Respiratory  apparatus,  7. 

of  Hoppe-Seyler-Tigerstedt,  8. 

of  Zuntz  and  Geppert,  8. 
Respiratory  diseases  in  the  obese,  69. 
Respiratory  metabolism,  28,  34. 
Respiratory    organs,    inflanunation    of,    in 

gout,  142. 
Respiratory  passages,  catarrh  of,  352. 
Respiratory  quotient,  8. 
Rest  energy,  5. 

Rest  in  bed  for  neurasthenia,  65. 
Rest  in  treatment  of  chlorosis,  340. 
Rest  metabolism,  29. 
Rest  values  in  metabolism,  24,  27,  32. 

tables  for,  27. 
Restlessness,  influence  of,  in  metabolism,  44. 
Rete  Malpighii,  pigmentation  in,  213. 
Retina,  serous  infiltrations  of,  325. 
Retinal  hemorrhages,  308,  314,  478,  488, 

494. 
Retinitis  leukemica,  352. 
Retinitis  of  Bright's  disease,  467. 
Retroperitoneal  echinococci,  542. 
Rhabditis,  varieties  of,  544. 
Rheumatism,  144. 

acute,  sweats  of,  478. 

acute  articular,  244,  252. 
with  atypical  course,  478. 

articular,  in  a  chorus  girl,  248. 

chronic,  244. 
Rheumatism,  chronic  articular,  243,  246. 
etiology  of,  243. 
joint  implication  in,  244. 
pathology  of,  248. 
treatment  of,  2^7. 

combination  of,  with  gout,  148. 

gonorrheal,  475. 

internal  treatment  of,  257. 

occurrence  of,  in  hemophiliacs,  413,  416. 

pseudo-articular,  256. 

secondary  chronic,  244. 

simulation  of,  by  trichinosis,  559. 
Rheunuitisme     articulaire    chronique    pro- 
gress! f,  244. 

(lefonnant,  244. 

goutt<Mix,  diath6sique,  244. 


Rheumatisme  infectieux,  244. 

noueux,  244. 
Rheumatoid,  acute,  256. 

tuberculous,  256. 
Rhinagra,  143. 

Rickets  and  enlarged  spleen,  384. 
Robin's  obesity  cure,  164. 
Roborants  in  Hodgkin's  disease,  381. 
Roborat,  48,  70,  169. 

Romanowsky  stains,  292,  296,  299, 307, 346. 
Rontgen  rays.     See  X-rays. 
Rovsing,  views  of,  on  unilateral  hematuria, 

447. 
Rowing,  72. 
Rubner's  calculations  in  metabolism,  9. 

calorimetric  investigations,  5. 

law  of  the  conservation  of  energy,  2. 

law  of  the  development  of  the  surface,  5 


S 

Salicylic  acid  poisoning,  593. 
Salines  in  hemophilia,  453. 
Saliva,  increased  in  scurvj',  403. 
Salkowski's  case  of  pentosuiia,  263. 

discovery  of  pentosuria,  267. 
Sanatoria,  dietetics  in,  71. 

influence  of  life  in,  67. 

treatment  of  chlorosis  in,  339. 
Sand-flea,  disease  caused  by,  572. 
Santonin  for  expulsion  of  parasites,  550. 

for  oxyuriasis,  552 
Sarcomata,  239. 

multiple,  433. 
Sarcopaylla  penetrans,  572. 
Sarcoptes  hominis,  501. 

scabiei,  Linn<5,  506. 
Saturnine  poisoning.     Sec  T^ad. 
Sausiige  poisoning,  601. 
Scabies,  diagnosis  and  treatment  of,  568. 
Scarlatina  followed  by  purjjura,  482. 
Scharlx)ck,  389. 

Sciatica  in  dialxites  insipidus,  114. 
Schmaltz's  pycnometer,  284. 
Schmaltz's  test  for  specific  gravity  of  the 

blood,  284. 
Schmidt's  fermentation  test,  45. 
Schmidt's  test  diet,  48. 
Schr>nlein's  disease,  473. 
Sclerodenna,  213. 
Scrofula,  63. 
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Scrotum,  echinococci  of,  544. 

excessive  development  of,  151. 
Scurvy,  388,  485. 

absence  of,  in  Nansen  Expedition,  393, 
412. 

American  Collective  Report  on,  393,  404, 
485. 

as  an  infectious  disease,  399. 

bacillus  found  in,  394. 

constitutional  phenomena  of,  402. 

contraction  of,  by  nurses,  395. 

diagnosis  of,  409. 

etiology  of,  393. 

experimental  study  of,  393. 

external  signs  of,  402,  409. 

fatal  outcome  of,  410. 

faulty  nutrition,  a  cause  of,  397. 

fre(]uency  of,  in  Alaska,  392. 

geographic  distribution  of,  391. 

general  and  special  treatment  of,  413. 

gums  the  chief  seat  of,  402. 

hereditary  predisposition  to,  396. 

Hirsch's  tabulations  of,  391. 

history  of,  388. 

infantile,  393,  395,  400,  404. 

no  known  pathogenic  agent  of,  393. 

occurrence  of,  among  seamen,  411,  412. 
among  Tartars,  395. 
among  the  wealthy,  397. 
among  United  States  troops,  392. 
during  siege  of  Ladysmith,  399. 
during  siege  of  Paris,  397. 
in  anti(|uity,  389. 
in  Russia,  395. 
in  the  tropics,  392. 

pathological  anatomy  of,  399. 

predisposition  to,  396. 

prevention  of,  in  English  marine,  411. 

production  of,  in  monkeys,  394. 

prognosis  of,  410. 

prophylaxis  of,  395,  410. 

rarity  of  s<'verc  forms  of,  408. 

recovery  from,  408. 

symptomatology  of,  401. 

treatrnoiit  of,  410. 
S<»a-baths.  in  anemia,  310. 
Seamen,  seiirvy  among,  411. 
Sebaceous  glands,  panisites  in,  570. 
Semilunar  ganglia,  cauterization  of,  219. 

extirpation  of.  219. 
Seneca's  views  of  gout,  147. 
Sensuality  awakened  in  the  yoimg,  332. 


Sepsis,  myxedema  followed  by,  186. 

severe,  hemorrhages  in,  485. 
Septicemia,  conveyed  by  mice,  571. 
Serum  of  the  blood,  285. 
Serum,  specific  gravity  of,  327. 
Servant  girls,  chlorosis  among,  332. 
Sexual  disturbances,  334. 
Sexual  functions  in  chlorosis,  323. 
Sexual  organs,  anomalies  of,  334. 
Siderosis,  314. 

Silbermann's  views  of  purpura,  464. 
Silenus  as  type  of  obesity,  152,  156. 
Siven,  experiments  of,  15. 
Skalotyrb^,  389,  390. 
Skin,  affections  of,  in  gout,  143. 
in  rheumatism,  252. 

bleaching  of,  in  Addison's  disease,  201. 

bronzing  of,  212,  220,  226. 

changes  of,  in  trichinosis,  557. 

condition  of,  in  gouty  attack,  134. 
in  myxedema,  179,  184. 
in  rheumatism,  251. 

discoloration  of,  201. 

doughy  appearance  of,  320. 

edematous  infiltration  of,  320. 

faded-yellow,  in  anemia,  312. 

greenish,  320,  336. 

hemorrhages  of,  464. 

itching  of,  in  diabetes,  85. 

lymphadenoids  in,  375. 

marbling  of,  483. 

metabolism  stimulated  from,  380. 

non-ulcerating  noties  in,  352. 

pallid,  in  anemia,  320. 

pigmentation  of,  218. 

trophic  processes  of,  194. 

uninjured,  hemorrhage  from,  426. 
Skull,  changes  of,  in  acromegalia,  235. 
Sleepiness  in  chlorosis,  324. 
Smallpox,  hemorrhagic,  484. 
Sodium-biuratc,  127. 
Sodiimi  chloric!  in  diabetic  urine,  112. 
Sodium-(iuadriuratc,  127. 
Sodium  urate,  acid,  127. 
Solar  plexus,  changes  of,  in  Addison's  dis- 

eaw,  21G. 
Soxhlet  sterilizer,  486. 
Special  sense,  organs  of,  325. 
Sj)ectroscoix',  us<*  of,  287. 
Speech  in  myxedema,  185. 
Spennin,  197. 
Sphacelinic  acid,  poi.soning  by,  598. 
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Sphaceiotoxin,  598. 
Sphygmogenin,  210. 
Spices,  use  of,  in  diabetes,  109. 
Spinal  cord,  changes  of,  in  Addison's  dis- 
ease, 216. 

echinococcus  of,  534. 
Spinal  roots,  neurotic  processes  in,  217. 
Spirilli,  relapsing  fever,  571. 
Splanchnic  nerve,  degeneration  of,  216. 
Splanchnomegalia,  237. 
Spleen,  cold  applications  to,  386. 

echinococcus  of,  541. 

enlargement  of,  350,  356,  370,  376,  383, 
384. 
idiopathic,  385. 
in  anemia,  313. 
in  Hodgkin's  disease,  372. 
in  pseudo-leukemia,  382. 

hyperplasia  of,  363,  383. 

lymph-cell  formation  in,  361. 

pappy  softening  of,  488. 
Splenalgia,  324. 
Splenectomy,  386. 

in  children,  386. 
Splenica,  371. 
Spleno-lymphatica,  371. 
Spondylose  rhizom^lique,  246. 
Spongiosa,  236. 
Sporozoa,  506. 

Sport,  value  of,  in  obesity,  176. 
Springs,  bromin-containing,  380. 

iodin,  380. 

sodium  chlorid,  380. 
Sputum,  gangrenous,  5-37. 
Staining  proc-ess,  of  Ehrlich,  293. 
Stains,  neutral,  346. 

triacid,  346. 

universal,  295. 
Starvation,  21. 

cure  of,  161,  102. 

losses  in,  10,  11. 

observations  in,  14. 
Stasis,  circulatory,  352. 

in  disease  of  the  heart,  48. 

uric  acid,  132. 
Statistics  of  gout,  130. 
Steinbiicher's  cure  of  obesity,  174. 
Stiffness  of  joints  in  rheumatism,  247. 
Stippling,  basophilic,  300. 
Stomach,  affection  of,  from  gout,  140. 

atony  and  displacement  of,  335. 

carcinoma  of,  315. 


Stomach,  hyperacidity  of,  47. 

lavage  of,  581,  597. 

in  opium  poisoning,  596. 

leukemic  infiltrations  in,  351. 

perforation  of,  581. 

secretory  activity  of,  323. 
Stomatite  ulc^reuse,  389. 
Stomatitis,  aphthous  and  ulcerative,  403. 

from  arnica,  598. 

in  children,  403,  404. 
Stomatokak^,  389,  390. 
Stools,  fatty,  46. 

rice-water,  586. 
Strawberry  cure,  147. 
Styptics,  454. 

Substitutiontherapy,  188,  193. 
Suffocation,  from  glandular  swelling,  373. 
Sugar,  ingestion  of,  78. 

forbidden  in  diabetes,  109. 

presence  of,  in  urine,  44. 

producers  of,  78. 
Suggestion,  as  cause  of  polyuria,  118. 

effect  of,  75. 
Suggillations,  enormous,  in  purpura,  483, 
491. 

scorbutic,  405. 
Suicide  by  phosphorus  poisoning,  584. 
Sulphonal  poisoning,  591,  592. 
Sulphur,  poisoning,  586. 
Sulphuric  acid,  in  morbus  maculosus,  497. 
Sun  baths  of  Celsus,  175. 
Sunstroke,  a  cause  of  diabetes  insipidus, 

119. 
Suprarenals.     See  also  Adrenals. 
Suprarenal  extract,  action  of,  208. 
on  central  nervous  system,  208. 

in  animals,  224. 

vaso-constricting  action  of,  208. 
Suprarenin,  210. 

Surface,  law  of  development  of,  5. 
Surgery,  danger  of,  in  bleeders,  452. 
Sweat,  exhaustive,  478. 

reactive  outbreak  of,  341. 
Sweat  apparatus,  258. 
Sweat  baths,  341. 

in  diabetes,  123. 
Sweat  formation,  113. 
Sweating,  29. 

profuse,  44. 

in  leukemia,  352. 
Sweetbreads,  forbidden  in  diabetes,  99. 
Switzerland,  prevalence  of  goiter  in,  190. 
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Sydenham's  views  of  gout,  147. 
Sympathetic  system,  diseases  of,  216,  218. 

disorders  of,  324. 

neuritic  disease  of,  216. 
Symptom-complex  of  gout,  132. 
Syncope,  in  chlorosis,  324. 
Synovial  fluid,  non-purulent  in  rheumatism, 

249. 
Syphilis,  association  of,  with  gout,  145,  148. 

cerebral,  122. 

diabetes  as  caused  by,  120. 

enlarged  spleen  in,  384. 

hereditary,  384. 

joint  implication  in,  145. 

of  brain,  115. 

over-nutrition  in,  63. 

tertiary,  63. 
Systolic  murmurs,  321. 
Systolic  thrill,  321. 


Tabes  mesenterica,  47. 
Table,  comparative,  of  various  diet  schemes, 
72. 
of  alcohol  and  carbohydrates  in  beer,  106. 
of  carbohydrates  in  fruits,  105. 

in  wines  and  spirits,  106. 
of  Dapper's  diet  scheme,  73. 
of  energy  metabolism  per  square  meter 

of  body  surface,  5. 
of  fatty  foods  and  varieties  of  milk,  104. 
of  food  values  necessary  for  maintenance 

of  X-e(|uilihrium,  14. 
of  ixjrcentjige  of  carlwliydrates  in  bread, 
flour,  vegetables,  104. 
of  fat  in  cheese,  104. 
in  e^i^s,  104. 
in  meat,  103. 

in  sausages  and  jireser\'cd  rneat^,  104. 
of  rest  values  in  different  diseases,  27. 
TalKivist  scale,  277. 

Tamlnirini's  views  of  acromegalia,  241. 
Tannin,  in  dial)etes,  123. 
Ta|x?-wonn,  514. 

anemia  as  caused  by,  318. 
f()(><l  causing  passage  of,  523. 
pn»s(Mire  of,  without  syniptonis,  522. 
refl(»x  symptoms  caused  by,  523. 
removal  of,  5'J5,  520. 
Tapr-worni  dix^ase,  prognosis  of,  5'!li. 
therapy  of,  525. 


Tarantula,  bite  of,  575. 

Taste,  anomalies  of,  325. 

Technic  of  over-nutrition  and  undep-nutri- 

tion,  69. 
Teeth,  extraction  of,  in  bleeders,  452, 454. 

loosening  of,  140,  485. 
in  scurvy,  403. 

tartar  of,  containing  amebse,  505. 
Temperament,  phlegmatic  in  the  obese,  159. 
Temperature  in  diabetes  insipidus,  114. 

in  myxedema,  185. 

in  scurvy,  407. 

in  trichinosis,  556. 
Tendon  sheaths,  nodules  of,  251. 
Tendons,  stretching  of,  146. 
Tenia  africana,  v.  Linstow,  518. 

asiatica,  v.  Linstow,  518. 

confusa.  Ward,  517. 

crassicollis,  517. 

cucumerina,  Bloch,  516. 

echinococcus,  526. 

transmitted  by  dog,  529,  530. 

flavopunctata,  Weinland,  516. 

hominis  n.  spr.,  519. 

madagascanensis,  Davaine,  517. 

marginata,  517. 

nana,  v.  Siebold,  516. 

saginata,  501,  514,  515. 

serrata,  517. 

solium,  514. 

characteristics  of,  514. 
prevalence  of,  in  Germany,  502. 
Teniaphobia,  524. 
Tension,  sfKJcific  energy  of,  5. 
Tension  energy,  consumption  of,  53. 
Tension  power,  calculation  of,  37. 
Tetanus,  thyreoid  therapy  in,  195. 
Tetronal  poisoning,  591. 
Therapy,  dietetic,  in  anemia,  309. 

of  dialxjtes,  92. 

physical,  in  anemia,  309. 

suprart^nal,  225,  220. 
Thermal  baths,  148. 
Thirst,  as  symptom  of  diabetes,  113. 

endurance  of,  in  ol)esity,  170. 

methods  to  relieve,  US. 
Thirst  cure,  171. 

Thoma-Zeiss  apparatus,  281,  283. 
Thoracic  organs,  lymphadcnoids  in,  375. 
Tlu-<»ad-worms,  544. 

ThronilK>phlel)itis    suppurativa    of    pelvic 
veins,  478. 
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Thrombosis,  as  cause  of  purpura,  462,  463, 

Tongue,  muscular  degeneration  ofj  236.        1 

H 

464,  465. 

Tonics  in  rheumatism,  257.                               I 

^H 

Thumb,  exemption  of,  in  rhevnuiAtiym,  245. 

Tophi,  gouty,  ia5,  137,  138,  146.                    1 

^H 

Thymus  gland  in  acromegalia,  238. 

in  burs«!  mucosa?,  137.                                  ^ 

^H 

of  hemophiliacs,  43  L 

Toxemia  from  presence  of  panLsites,  523, 

^H 

ThjTiius  prcparationa^  193, 

Tracheo-bronchial    l>^nph-glanda,    swelling 

H 

Thymden,  190. 

of,  a5L 

H 

Thyreo-anti  toxin,  189. 

Tracheo-bronchial   mucous  membrane,   in- 

fl 

Thyreoglobulin,  189. 

flammation  of,  377. 

H 

Thyreoid  cure  of  mental  diseases,  195. 

Tracheotomy  in  opium  poisoning,  596.            ■ 

^H 

1              Thyreoid  extract  in  myxetiema,  ISO, 

Training,  athletic,  161.                                      ^ 

^H 

Thyreoid  gland,  afjtjence  of,  18-L 

physical  and  mental,  33 L 

^H 

administration  of,  29, 

Tmnsmission,  pre-natal,  of  rekpaing  fever, 

H 

atrophy  of,  188. 

429. 

H 

degenemtion  of,  180. 

Transactions  Xlllth  Intenmtional  Medical 

H 

eehinot'occua  of,  536. 

Congress,  126,  127, 

V 

enlargement  of,  in  acromegalia,  232,  23S, 

Tmnsudates,  effect  of,  in  metnlKilistn,  44. 

fl 

grafting  of,  187. 

Tmnsvaal,  distoma  infection  in,  513. 

H 

internal  secretory  activity  of,  334. 

Tmuma,  lus  causie  of  diatiet*^,  115,  119. 

^H 

imlin  contents  of,  190- 

Triaeid  solotion  for  bUxKl  staining,  295. 

^H 

stmrnous  degeneration  of,  186. 

Trichina  spiralis,  .553. 

^H 

Thyreoid  therapy,  188,  191, 

Trichina:',  development  of,  554. 

^H 

toxic  action  of,  191. 

in  i>ork,  553. 

^H 

Thyreoidectomy,  187. 

Trichinosis f  autofisy  reports  of,  558. 

^H 

in  aninmls,  196. 

distribution  of,  553. 

^H 

Thyreoidin  in  obesity,  175,  176, 

epidemics  of,  5.55. 

^H 

Thyreoiodm,  189,  193. 

fever  in,  556. 

^H 

aa  cure  for  otesity,  194.                                \ 

mortality  of,  558. 

^H 

for  skin  affections^  194, 

musc-le  lameness  in,  556, 

^M 

Thyrcoidism,  189,  192. 

origin  of,  553,  ,554. 

Ticks,  .566. 

prtjgnosLs  of,  559. 

Tissue,  consumption  of,  in  dialjetca,  90. 

prophylaxis  of,  559. 

intoxication  necrosis  of,  10. 

symptoms  of,  556. 

Tissue-building  substance,  unknown,  19, 

treatment  of,  ,559* 

Tissue  changes  in  myxedema,  1S5. 

Trichoeephalua  dispar,  Rudolphi,  548,  552, 

Tissue  decomposition  in  dialjetea,  9L 

diagnosis  fif,  .553. 

Tissue  destruction,  39. 

Trichouiotia.s,  hominis.  507, 

Tissue  hu!iger,  60. 

vaginalis,  l)onn<S,  507. 

Ti^ue  irritation  in  gout,  143. 

Trional  poisouiug,  591.  592. 

Tissue  necrasis  in  gout,  133. 

Trombidium  holoserieum,  565. 

in  scurv  y,  400. 

Trommer's  test,  77,  78,  262, 

Tissue  regeneration,  50. 

Trophic  tracts  iu  Addison's  disease,  213. 

Tissues,  parablaatic.  418. 

Trophoneurosis,  142. 

Titration  method  of  Liebig,  4                         , 

general,  221. 

Toad-stix*l  poisoTung,  599. 

Trophoneuroses,  infectious,  256. 

ToIkicco  poisoning,  595. 

Tropon,  48.  70. 

Toe,  gout  in,  136. 

Tsetse  fly  disease,  571. 

Tongue,  condition  of,  in  Addison*8  disease, 

Tuljcrcular  adenitis,  376. 

201. 

Tuljcrculoid,  rheumatic,  256. 

enlargement  of,  in  acromegalia,  236. 

Tulxm-ulosis,  mlrenal,  219. 

hyperplasia  of.  236. 

chronic,  202. 

inky  stain  of,  201. 

deetruction  of  adrenals  in,  220. 
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Tuberculosis,  intestinal,  47. 

mistaken  for  malaria,  293. 

of  glands,  375. 

pulmonary,  31,  63,  337. 

value  of  increased  nutrition  in,  60,  63. 
Tumor,  hypophysial,  239. 

solid,  537. 

splenic,  direction  of  growth  of,  350. 
Tumors  in  Hodgkin's  disease,  372. 
Tunica  vaginalis,  echinococcus  of,  544. 
Tiirck's  method  of  blood  counting,  282. 
Turpentinglycuronic  acid,  264. 
Typhoid  baciUi,  291. 
Tyroglyphides,  varieties  of,  566. 


U 

Ulcers,  gouty,  137. 

of  scurvy,  405. 
Uncinariasis,  560. 
Under-nutrition,  54,  67. 

consequences  of,  59. 

employment  of,  for  the  obese,  67. 

in  diabetes,  91. 

indications  for,  62. 

occurrence  of,  59. 

prolonged,  38. 

systematic,  59. 

technic  of,  69. 

when  obesity  is  complicated  by  other  dis- 


Urates,  137. 

monosodium,  137. 
Uratictt,  125. 
Urea  as  measure  of  metabolism,  4. 

excretion  of,  42. 

in  dial)etic  urine,  112. 

in  leukemia,  353. 
Urethra,  distoma  infection  through,  513. 
Uric  acid  as  cause  of  gout,  126. 
Uric  acid,  deposit  of,  255. 

condition  of,  in  dialx'tir  urine,  112. 
in  Hcxlgkin's  disea.se,  375. 
in  leukemia,  127. 

excretion  of,  131,  13(). 

in  tissues,  127. 

percentage  of,  in  gout,  137. 
I'ric  acid  engorgement,  149. 
Uriccmiii,  128. 
Urina  spa-stica,  117,  119. 
Urinarj'  organs,  condition  of,  in  gout,  Ml, 
142. 


Urinary  products,  44. 

Urination,  painful,  from  parasitic  cause,  560. 

Urine,  changes  in,  in  obesity,  157. 

condition  of,  in  diabetes,  84. 
in  diabetes  insipidus,  64. 
in  hemophilia,  426. 
in  leukemia,  353. 
in  myxedema,  185. 
in  nephritis,  41. 

decrease  of,  in  fevers,  112. 

dextro-rotary,  268. 

elementary  analysis  of,  4. 

estimation  of  excretion  of,  6. 

glycose  in,  269. 

increased  excretion  of,  110. 

morning  flood  of,  112. 

of  herbivora,  264. 

optically  inactive,  270. 

parasites  in,  507. 

pentose  in,  262. 

reducing  substances  in,  269,  270. 

sugar  in,  in  diabetes,  84. 
Urohematoporphyrin,  212. 
Urology,  Fourth  French  Congress  of,  448. 
Urotropin  in  gout,  148. 
Urticaria,  42,  143. 

following  echinococcus  of  liver,  531. 
Uterus,  echinococcus  of,  543. 


Vaccination  of  hemophiliacs,  434,  452. 

Vagina,  papilloma  of,  513. 

Vagrant's  disea.se,  203. 

Valerian,  in  dial)etes,  122,  123. 

*' Value"  in  1)1o(k1  counting,  28.3. 

Value-estimation  of  l)l<K)d,  283. 

Valve,  aiiriculoventricular,  insufficiency  of, 

321. 
Valvular  disea.se,  uncomixjnsat^d,  48. 
Vanillin  iK)isoning,  001. 
Varices  in  the  oIkjsc,  09. 
Va.scular  apparatus,  capacity  of,  in  hemo- 
philia, 425. 
Vascular  disturi)ances  of  the  olx>se,  158. 
Vascular  formation,  deficiency  of,  431. 

retardation  of,  431. 
Vascular  system,  hypoplasia  of,  330. 

iniiH'rf(»ct  dovoloi)nient  of,  3.'38. 

structure  of,  422,  423. 
Va.soniotor  nerves,  anomalous  function  of, 
335. 
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Vasomotor  tracts  in  Addison's  disease,  213. 
Vasomotors,  neurosis  of,  336. 
Vegetable  acid  potash,  deficiency  of,  393. 
Vegetabie-albumin  preparations,  169. 
Vegetable  poisons,  598. 
Vegetable  potassium,  in  various  foods,  411. 
Vegetables,  fresh,  as  preventive  of  scurvy, 
397. 

in  diet  of  diabetics,  99,  108,  122,  123. 
of  chlorotics,  341. 

leguminous,  for  the  obese,  170. 
Veins,  of  neck,  swelling  of,  373. 

pelvic,  478. 

spermatic,  478. 
Venesection,  341. 
Venous  thrombosis,  327. 
Vermifuges,  525. 
Vertebra,  chronic  rigidity  of,  248. 
Vertebral  column,   ankylosing  disease  of, 

246. 
Vertigo  in  chlorosis,  324. 

in  gout,  143. 
Vesicles  from  filaria,  548. 

miliarial,  491. 
Vessels,  dwarfed  state  of,  329. 
Vestibulum  malorum,  378. 

pharyngis,  378. 
Vibices,  in  scurvy,  404. 

of  purpura,  491. 
Visceral  complications  in  rheumatism,  251. 
Vitality,  increaise  of,  20. 
Voit's  calorimetric  method,  6,  7. 

experiments,  4. 

law  of  metabolism  and  nutrition,  11,  50. 
Volkmanu's  arthritis  deformans,  246. 
Vomiting  of  proglottides,  522. 
V.  Hoesslin  on  obesity,  175. 
V.  Kogerer's  views  of  purpura,  464. 


W 

Wadd's  views  on  corpulence,  103. 

Wasting  diseases,  63,  250. 

Water,  allowance  of,  in  diabetes,  98. 

cold,  in  treatment  of  rheumatism,  257. 

demand  of  tissues  for,  38. 

excretion  of,  17. 


Water,  loss  of,  in  blood  and  tissues,  75. 

precautions  in  use  of,  548. 

use  of,  in  the  cure  of  obesity,  74. 

value  of,  in  nutrition,  71. 
Water-cress,  infection  conveyed  by,  509. 
Weakness,  sensation  of,  in  anemia,  308. 
Weight,  experimental  demonstrations  of,  4. 

in  regard  to  obesity,  158. 

loss  of,  34. 

in  diabetes,  84. 

normaUy  heavy,  158. 
Weight  of  body,  maintenance  of,  37. 

significance  of,  38. 
Werlhof's  disease,  457. 
White  blood  corpuscles,  table  of,  299. 
Widal's  reaction,  290,  291. 
Wine  in  dietary  of  diabetics,  100. 
Women,  as  conductors  of  hemophilia,  414. 

diseases  of.  155,  196,  197. 

neuroses  appearing  In,  336. 
Working  cell  substance,  16. 
Wonn,  medina,  546. 
Wounds,  fly  larvse  in,  574. 

infection  of,  478. 


X-rays,  bums  from  treatment  by,  369,  381. 

examination  by,  of  bleeder's  joint,  432. 

treatment  of  leukemia  by,  354,  369. 
Xylose,  267. 


Yeiust  fermentation,  262. 

Youth,  chlorosis  a  disease  of,  320,  330. 

gout  (K!curring  in,  128. 

hemophilia  appearing  in,  415. 

life  energy  in,  36. 


Ziemann's  stain,  327. 

Zipj^eriein.     See  Gout. 

Zuntz's  researches  in  metabolism,  24. 

Zymoplastic  substance,  424. 
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By  W.  GILMAN  THOMPSON,  M.D., 

Professor  of  Medicine  in  the  Cornell  Medical  CoUege  of  the  City  of  New  York  ;  Visiting 
Physician  to  the  Presbyterian  and  Bcllevue  Hospitals^  New  Yojk. 

LARGE    OCTAVO,    EIGHT    HUNDRED   AND   FOURTEEN 
PAGES,    ILLUSTRATED, 

Cloth,  $5.00. 

Third  Revised  Edition,     Sold  only  by  Subscription. 

**  This  is  at  once  the  best  and  most  exhayslive  book  upon  this  subject  with 
which  we  are  familiar.  The  best  because,  in  the  first  place,  it  is  written  by  a 
teacher  of  therapeutics  who  knows  the  needs  of  the  practicing  physician,  and 
yet  who  has  taught  in  previous  years  as  a  professor  of  physiology  all  thai  one 
needs  to  know  in  regard  to  the  principles  of  digestion  and  assimilation.  For 
this  reason  the  author  is  unusually  well  qualified  to  prepare  a  useful  manual  but 
it  is  not  yntil  one  has  perused  the  volume  that  he  thoroughly  grasps  the  scope 
and  depth  of  the  manner  in  which  Dr,  Thompson  has  treated  his  subject/' 

**-  Therapeutic  Gasette, 

**  The  subject  of  the  dietetic  treatment  of  disease  is  not  an  attractive  one. 
This  fact  explains,  no  doubts  the  comparatively  little  attention  given  it  in  college 
cwniculum  and  daily  study.  When  one  proceeds  to  examine  the  valuabk  con- 
tributions  to  this  subject,  the  scientific  investigations  which  have  been  made  by 
the  United  Slates  Department  of  Agriculture  at  various  experiment  stations  in 
all  parts  of  the  countr>%  he  is  convinced  that  it  is  high  time  to  look  into  the 
matter  pretty  thoroughly.  This  book  is  of  value  for  its  summary  of  the  latter 
and  its  application  of  the  knowledge  to  the  treatment  of  the  disease/' 

— Brooklyn  Medical  JmirnaL 

'*  The  portion  of  the  work  on  diet  in  the  various  diseases  must  prove  of  much 
value  to  the  practitioner  who  has  sought  in  vain  in  so-called  *  practices  of  medi- 
cine* for  exhaustive  discussion  of  diets  for  special  pathological  conditions.  In 
giving  applicable  diets  few  diseases  are  omitted,  and  the  author  not  only  gives 
his  own  views,  but  quoted  those  of  others,  especially  wnth  regard  to  such  con- 
ditions as  obesity,  rheumatism,  gout,  and  diabetes*  in  which  proper  feeding  is  of 
such  paramount  importance.     The  volume  contains  nine  full-page  plates/' 

—Medical  Review  of  Rnn'ews, 

"  In  the  seven  years  which  have  elapsed  since  the  first  appearance  of  this 
standard  text-book  there  have  not  been  the  many  and  important  changes  in 
dietetics  that  other  departments  of  our  therapeutics  have  undergone.  Never- 
theless, Dr.  Thompson  has  revised  much  that  was  published  in  the  first  edition, 
and  has  introduced  into  this  one  the  results  of  more  recent  studies  in  the 
economic  values  of  various  dietaries.  The  general  arrangement  of  the  work  is 
u  n  c  hanged . ' ' — /^rw  J  ork  Medic  a  I  Journa  L 
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AUTHORITATIVE!         PRACTICAL!         ILLUSTRATED! 

APPLETONS' 
MEDICAL  DICTIONARY. 

A  NEW  ILLUSTRATED  MEDICAL  DICTIONARY. 

An  Illustrated  Dictionary  of  Medicine  and  Allied  Subjects  in 
which  are  given  the  derivation,  accentuation,  and  definition  of  terms 
used  throughout  the  entire  field  of  medical  science. 

Edited  by  Frank  P.  Foster,  M.D. 

Numerous  Illustrations.     One  volume,  half  leather,  $10.00; 
thumb  indexed,  $11.00. 

*'  This  volume  is  Urge,  very  large,  nearly  two  thousand  pages,  but  it  is  a  single  volume, 
and  so  its  size  can  be  forgiven.  As  a  dictionary  the  work  has  many  excellencies.  Tlie  pro- 
nunciation is,  as  a  rule,  indicated  only  by  accenting  the  title  words,  the  derivations  are  given 
briefly,  and  the  French  and  German  equivalents,  and  often  the  Greek,  are  inserted  when  they 
differ  materially  from  the  English.  In  regard  to  orthography,  we  are  glad  to  see  that  Dr. 
Foster  does  not  favor  what  he  rails  the  fad  of  substituting  the  termination  '  ic'  for  'ical,*  dis- 
pensing^ with  the  final  'e'  in  such  terminations  as  *ine'  and  *■  ide,'  and  suppressing  diphthongs. 
The  definitions  are  clear  and  concise  and,  so  far  as  we  have  been  able  to  discover,  accurate. 
In  fine,  the  only  serious  criticism  of  the  work  is  its  size,  which  might  have  been  reduced  by  a 
careful  pruning  and  rejertion  of  obsolete  words ;  but  this  counts  for  little  in  view  of  the  con- 
venience of  arrangement,  the  accuracy  of  definition,  the  completeness,  and  the  beauty  of 
typography  and  binding." — AVw  York  Medical  Record,  September  24,  1904. 

**  We  see  few  dictionaries  without  errors  or  omissions ;  in  this  book  we  have  found  none." 
—  The  Medical  World,  Philadelphia ,  Pa.,  November,  1904. 

**  Probably  the  most  complete  and  most  exhaustive  medical  dictionary  in  existence.  We 
have  tried  in  vain  to  think  of  a  word  which  mif^ht  be  absent  in  this  ponderous  volume  of 
2,000  pages.  Ever>'thing  relating  to  m^iicine,  pharmacy,  chemistry,  botany,  etc.,  is  there 
and  is  explained  clearly,  concisely,  and  reliably." 

— New  York  Critic  and  Guide,  October,  1904. 

*'  It  is  accurate  and  up  to  date  in  most  respects.  .  .  .  The  work  shows  the  result  of  careful 
revision,  as  the  most  recent  words  are  to  be  found  in  it  " 

—  The  Journal  0/ the  American  Medical  Association,  Chicago,  III.,  December  17,  1904. 

*'  This  volume  before  us,  of  nearly  2,000  pages,  seems  more  of  a  dictionary  and  less  of  an 
illustrated  cyclopedia  than  almost  any  other  upon  the  market.  It  represents  conservatism 
in  lexicography,  and  is  prepared  on  strict  lexicolot^ical  lines.  .  .  .  The  definitions  are  excel- 
lent and  can  be  heartily  praised." 

— Johns  Hopkins  Hospital  Bulletin,  Baltimore,  Md.,  January,  1905. 

**  We  have  looked  over  the  volume  carefully,  and  have  sought  for  definitions  of  newer 
subjects  with  interest,  and  in  each  instance  we  have  not  been  disappointed.  A  number  of 
colored  plates,  as  well  as  ordinary  black-and-white  illustritions,  are  employed  to  illustrate 
the  text.  The  plate  upon  malarial  fever  is  an  excellent  one,  and  is  far  better  executed  than 
nio^t  plates  of  this  character;  indeed,  it  is  the  best  that  we  have  seen  since  the  publication 
of  Thaver  and  Hewetson's  plates  some  years  ago. 

"Although  the  number  of  medical  dictionaries  on  the  market  ttvday  is  very  great,  there 
is  always  r(:K)m  for  an  A  No.  i  book,  and  those  that  are  already  in  existence  will  have  to 
l«K)k  to  lh»  ir  laurels  if  they  do  not  wish  to  be  pushed  aside  by  this  very  notable  addition  to 
medical  lexicography."  - /A^  Therapeutic  Gazette. 

"I  find  it  a  handy,  comi)rehensive,  and  scholarly  work.  I  have  tested  it  by  looking  for 
usi'ful  terms  recently  introduced  and  thus  far  have  not  I  .n..e<l  in  vain,  finding  in  each  instance 
a  succii.ct,  clear,  and  accurate  definition."— .iVAwrtvi  Soiis-Cohen,  M.D. 
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*'  This  treatise  is  evidently  the  result,  not  only  of  large  clinical  experience^  but  of 
wide  reading  and  careful  reflection.  The  author  disclaims  any  pretense  of  originality, 
but  it  is  open  to  question  whether  the  conclusions  and  results  of  a  ripe  judgment »  such 
as  are  presented  in  this  volume,  are  not  worth  quite  as  much  as  some  academic  so- 
called  original  work.  Certainly  a  large  amount  of  material,  both  clinical  and  literary, 
has  been  worked  out  and  presented  in  a  most  clear,  succinct,  and  practical  nranner. 
The  author^s  style  is  pleasing  and  without  ambiguity,  nor  is  the  text  over-loaded  with 
unnecessary  technical  terms,  A  Her  a  careful  perusal  of  Dr.  Babcock^s  book  there  are 
two  features  which  strike  the  reader  as  characteristic  and  valuable.  These  are,  on 
the  one  hand,  the  case  histories,  and,  on  the  other,  the  unusual  number  and  value  of 
the  pages  devoted  to  the  therapeutics  of  tlie  subject.  The  narration  of  cases,  although 
at  times  in  much  detail,  does  not  cause  the  usual  weariness  of  flesh  in  the  reading, 
mainly  because  of  the  interesting  manner  in  which  they  are  written.  They  are 
particularly  well  chosen  to  illustrate  the  manifold  varieties  of  disease  and  the  practical 
wisdom  required  in  the  management  of  actual  cases.  Regarding  the  therapeutic  side 
of  the  work  none  but  words  of  praise  arc  ret^uEred.  So  far  as  the  reviewer's  reading 
goes  there  is  no  more  complete  and  reliable  exposition  of  the  treatment  of  circulatory 
disease  than  that  found  in  this  volume.  That  this  high  commendation  is  deserved  will 
readily  be  admitted  after  reading  chapters  i6,  ly.,  and  t8  upon  the  Irealmcnt  of  valvular 
heart  disease.  These  chapters  are  distinguished  by  a  fulness  of  detail  aud  a  variety  of 
therapeutic  resource  which  cannot  but  prove  of  great  value,  not  only  to  the  young 
practitioner,  but,  as  well,  to  the  clinician  of  years. 

**The  book  can  be  unhesitatingly  recommended  as  a  distinct  acquisition  to  one's 
working  library."— "Brooife/iM  Medical  Journal. 

'*  We  commend  to  our  readers  this  work  of  Babcock's  as  a  very  desirable  work 
for  both  the  specialist  and  the  practitioner,  and  wish  the  author  a  most  hearty  wel- 
come for  his  admirable  literary  endeavor,'* — Medical  News, 
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"The  studies  of  the  anatomy  of  the  uterus  and  its  adnexa  are  unique,  and  afford 
the  student  opportunity  for  attractive  occupation  in  the  acquirement  of  completer 
knowledge.  T ne  development  of  the  ovum  and  placenta  has  never  been  set  forth  as 
well  in  a  work  on  obstetrics,  according  to  our  view,  as  by  Williams.  The  illustrations 
showing  the  structure  of  the  placenta  are  admirable. 

'Mn  the  sectkm  on  obstetric  surgery,  beginning  with  induction  of  abortion  and  ac- 
couchement force,  including  forceps  and  version.  Cesarean  section  and  symphysiotomy, 
destructive  operations,  and  ending  with  operative  procedures  which  do  not  aim  at  a 
delivery,  is  found  quite  the  most  ample  handling  of  operative  obstetrics  that  has  yet 
been  published  in  such  a  treatise.  Here,  again,  illustrations  supplement  the  text  in  an 
instructive  fashion. 

"  Williams's  dealing  with  contracted  and  otherwise  deformed  pelves,  and  the  man- 
agement of  labor  in  such  conditions,  is  most  satisfactory.  Injuries  of  the  birth  canal, 
infection,  hemorrhage,  and  the  puerperium  are  all  prepared  by  one  who  understands  the 
greatest  need  of  the  student,  and  he  tells  him  in  tne  fewest  and  plainest  words  possible 
what  he  must  know  to  obtain  success  in  the  practice  of  obstetrics.  It  is  a  booK  made 
by  a  clinician,  which  gives  the  most  advanced  exposition  of  the  art  and  is  a  distinct 
addition  to  obstetric  literature. 

"  Much  original  work  has  been  done  in  the  way  of  illustration,  as  well  as  in  the 
preparation  of  the  material  of  many  chapters,  and  the  whole  subject-matter  is  presented 
m  an  original  manner.  The  book  is  a  credit  to  both  author  and  publisher." — Buffalo 
Medical  Journal, 

'*  At  a  certain  examination  the  question  was  asked:  '  Describe  the  management  of  a 
face  presentation  in  the  M.  D.  P.  position.'  The  examined  men  were  like  *  sneep  before 
the  shearers' — i,  e.,  dumb.  An  investigation  showed  that  the  popular  text-book  made 
scant  reference  to  the  so-called  '  undeliverable  '  position. 

"  Perhaps  a  knowledge  of  this  fact  led  the  reviewer  of  Dr.  Whitridge  Williams's 
work  to  consider,  first,  the  description  of  the  presentation  in  general,  and,  second,  those 
of  the  face  in  particular.  The  admirable  methods  employed  in  explanation  and  the 
ample  demonstrating  drawings  illustrating  these  fundamentals  of  obstetric  knowledge 
show  that  the  author  is  that  rare  combination,  a  teacher  and  a  student  of  students  and 
their  requirements. 

'  *  Everything  is  detailed  to  the  required  minuteness,  and  beyond  that  nothing.  The 
cuts  and  engravings  are  many,  novel  and  good.  They  fill  a  ciefmite  purp^ose,  and  that 
purpose  is  not  'padding.'  As  one  reads  page  after  page  the  old-lashioned  words, 
IMeasure  and  profit,'  recur  to  the  mind. 

"  It  has  all  the  earmarks  of  success;  it  is  crowded  with  hints  of  practical  value,  and 
it  shows  what  the  trained  hand  and  brain  adopt  as  the  best  methods  in  overcoming  the 
obstacles  of  parturition.  Surely,  if  conscientious  work  and  real  merit  count,  we  may 
expect  to  find  this  volume  upon  the  lists  of  the  colleges  and  treasured  in  private  libra- 
ries."— NrJD  York  State  Jourttjl  of  Medicine. 
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''No  practitioner  of  medicine,  whatever  may  be  his  special 
work,  can  afford  to  be  without  some  book  of  this  sort,  and  the 
present  volume  may  frankly  be  recommended  as  satisfactory," 

— New  York  Medical  JournaL 

'*We  regard  this  as  one  of  the  most  important  medical  books 
that  have  appeared  of  late,  and  venture  the  opinion  that  it  will  not 
be  long  before  it  will  be  found  in  the  hands  of  every  laboratory 
worker,  whether  teacher  or  ^upiV— Buffalo  Medical  JournaL 

"The  work  at  present  before  us  may  be  unhesitatingly  pro- 
nounced one  of  the  best,'* — Medical  Review  of  Reviews. 

•*lt  is  unnecessary  to  emphasize,  in  the  present  state  of  medical 
knowledge,  the  importance  of  microscopical  and  chemical  exami- 
nations of  the  blood  and  the  secretions  and  excretions  of  the  body 
in  the  diagnosis  of  disease.  Indeed,  this  has  been  so  universally 
appreciated  within  recent  years  that  a  distinct  and  increasing  de- 
mand has  been  created  for  works  of  reference  on  these  and  allied 
subjects.  Several  such  books  already  occupy  honored  positions  in 
this  literature,  and  Dr.  Wood  s  book,  the  subject  of  this  review,  is 
the  latest  addition  to  the  library  of  clinical  pathology.  Dr.  Wood's 
book  is  undoubtedly  the  most  complete  book  of  its  kind  that  has 
appeared  in  the  English  language." 

— California  Stak  Journal  of  Medicine, 
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"  This  is  a  valuable  book  upon  an  important  subject.  The  general  plan  of  the  work,  the 
arrangement  of  subjects,  the  colored  plates,  the  illustrations  and  diagrams,  are  alike  excellent. 
The  brK>k  a.s  a  whole  is.  consequently,  a  reliable  guide  for  students  and  practitiooefs  in  this 
very  important  field  of  medical  practice." — Journai  of  Medicine  and  Science. 

"  Works  on  diagnosis  are  comparatively  numerotis  at  the  present  time,  but  each  new  one 
has  its  jif>ecal  features  of  interest  and  value.  The  present  volume  covers  the  greater  portion 
of  the  field  of  internal  medicine  in  a  very  satisfactory  way.  and  undoubtedly  will  be  found  by 
many  more  acceptable  than  other  works.  It  is  particularly  strong  in  its  illustrations;  these 
are  generally  very  well  selected  to  illustrate  the  text,  which  itself  is  clear  and  readable.  It  is 
w<-ll  worth  a  place  in  the  physician's  library  '^—Journal  of  the  American  Medical  Associaiiam^ 
(^hicago. 

••  This  vrilume  presents  some  unusual  features,  and  will  find  many  readers  who  will  appre- 
ciate tlie  method  by  which  the  subject  is  treated.  The  great  bulk  of  the  work  deals  with  the 
evifl#nf 's  of  discav.  and  dr»es  so  in  a  most  satisfactor>'  manner.  The  student  is  taught  how 
topr'y*-..rl  in  thi:  examination  of  his  patient,  what  routine  questions  are  to  be  asked  such  as 
would  N-arl  to  a  pnlimiriary  r.pinion  which  in  turn  would  sugg»*«-t  certain  examinations  in 
d«  t.iil.  I  In-  author  l«-aclnrs  uot  only  what  to  do,  but  how  to  do  it.  and  his  advice  and  method 
of  dia;.:nosi-  are  to  \^.  highly  recommended.  The  smaller  dt'tail>.  which  only  acute  observers 
nof.M-,  AW  poimrrl  out  and  their  significance  is  weighed.  It  will  l^e  of  service  as  a  reference 
l»o'.k  ill  Mi/^«vtirig  i'xplanatir»ns  in  cases  where  hut  one  or  few  symptoms,  not  pathognomonic, 
an-  pr«-<nt.  d  for  dia;;nosis-  for  each  symptom  is  exi)lained  and  the  ordinar>'  diseases  in  which 
«l  o"  MIS  ar»-  m.rition»-d,  while  in  the  latter  part  of  the  lx>  -k  the  di>eases  are  treated  separately, 
*'"  ''"'^  '*""'*' '  "'"i'K**  t'^'n-i  can  Ije  immediately  con^idereil  without  consulting  another  volume. 
A:I  th»-  m.^l.-rn  laU)ratory  methrKis  are  well  d.-^criln:.!,  the  chapters  nn  the  bloo<J  and  stomach 
ror.t.nt  Ix-in-  «-p<.<  ially  go«Kl,  thou-h  brief.  The  tliorou^-h  nKKl.-rnness  of  the  instruction  is 
w#-ll  m-tan'  .-d  b>  drawin^^s  of  the  culex  and  anoph.l.s  genera  nf  mo><iuil.K.-s.  The  author  is 
evidently  fully  omvrrsant  with  the  clinical  evid.  nc.s  of  disease,  for  his  treatment  of  the 
ihap-f-r.  on  the  signs  and  »«ymptoms  which  pre.senl  ihemM-Ues  in  the  patient  is  unusually  well 
b.ilino-d  with  r.-ferenre  to  their  importance.  Ww.  se.tion  on  pain  is  vcr>'  thorough;  the 
illu-.ti  itions  are  profus.-  and  particularly  instructive."  -JAc//c\7/  Record, 
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